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1315. Tuberculosis in Medical and Nursing Students 
R. C. Bates and W. N. Davey. American Review of 
Tuberculosis [Amer. Rev. Tuberc.] 63, 332-338, March, 
1951. 3 figs., 9 refs. 


Student nurses and medical students at the University 
of Michigan were skin-tested with purified protein 
derivative (P.P.D.) and x-rayed at 6-monthly intervals. 
Two doses of P.P.D., of 0-0001 and 0-005 mg., were 
given intracutaneously. In students in whom a pre- 
viously negative reaction became positive, chest radio- 
graphs were obtained at 3-monthly intervals for 2 
years thereafter. Active pulmonary tuberculosis was 
considered to be present in any tuberculin-positive 
student who had x-ray evidence of a lesion in the lung 
which was interpreted by the clinicians and radiologists 
as compatible with tuberculous infection. 

Results were reported covering a 10-year period for 
student nurses and a 3-year period for medical students. 
No evidence of a decreasing incidence of tuberculin 
sensitivity in succeeding classes was found, nor could 
any one school year be shown to be associated with 
increased hazards of infection. Twenty cases of active 
pulmonary tuberculosis were detected and all but 2 
were minimal when first discovered. In no instance had 
the lesion progressed under observation to more serious 
disease, and the infection had relapsed in only 1 patient 
to date. All cases of active tuberculosis appeared in 
students who had been negative to 0-005 mg. of P.P.D. 
on entrance to the school. M. Daniels 


1316. Cardiovascular Disease in Cotton Workers. 
Part I 

R. SCHILLING and N. GoopMan. British Journal of 
Industrial Medicine [Brit. J. industr. Med.| 8,° 77-78, 
April, 1951. 7 figs., 22 refs. 


The authors discuss the high death rates from cardio- 


vascular disease among cotton workers. Analysis of 
the Registrar-General’s occupational mortality data 
shows an association, in the three occupational groups 
in the industry, between mortality and exposure to dust. 
Strippers and grinders, the group with the highest 
exposure to dust, have a significantly high mortality 
from cerebral vascular lesions, which supports the 
theory that hyperpiesis may be caused by it. Analysis 
of data obtained from death certificates is rendered 
difficult by the fact that up to 1939 the Registrar-General 
gave priority to cardiovascular disease over respiratory 
disease when death was certified to be due to multiple 
Causes, so that in heart disease coexisting with the 


occupational disease byssinosis the former cause was 
automatically selected. Moreover, practitioners may 
make use of the convenient diagnosis of myocarditis 
more frequently than is strictly warranted. Even after 
allowing for these potential sources of error, however, 
there seems to remain a significant excess of deaths due to 
cardiovascular disease in strippers and grinders. 
W. G. Harding 


1317. Bladder and Kidney Lesions in Dye-workers. 
(Uber Blasen- und Nierenschadigungen in der Farbstoff- 
industrie) 

A. Mixer. Helvetica Chirurgica Acta [Helv. chir. 
Acta] 18, 1-41, Feb., 1951. 3 figs., bibliography. 


Haemorrhage from the bladder and bladder tumours 
caused by occupational factors in the dye industry were 
first described by Rehn in 1895. Since then a consider- 
able literature has accumulated, though, curiously enough, 
reports in this field from France have been few, despite 
the flourishing dye industry in that country. Some 
arsenic compounds were first under suspicion, but more 
recent views suggest that the anilines are associated 
with tumour formation: also many other substances 
such as toluidine, xylidine, various naphthalines, Congo 
red, and fuchsin. The aetiological significance of many 
of these materials is still disputed, and confusion has 
been caused by the discovery that many dyestuffs are 
not pure substances, but mixtures. Thus it is said that 
x-naphthylamine may contain from 5 to 10% of the 
B product, which is the more harmful. Though some 
amino compounds are admittedly dangerous, others are 
not: this radical cannot therefore be considered by 
itself. 

It has been suggested that bladder disorders of the 
type described in man are essentially due to basic aro- 
matic and primary amines. European workers all admit 
the harmful properties of 8-naphthylamine and benzidine, 
though it is not universally accepted that similar pro- 
perties are possessed by aniline and «-naphthylamine. 

Recent experience of the Basle clinics suggest that not 
only amines, but also hydrocarbons such as anthracene, 
are harmful. It is known that tar and its derivatives 
may be carcinogenic, especially to the skin, but the 
literature contains isolated examples of other cancers 
from this cause, including those of the bladder. 
The prolonged inhalation of anthracene fumes, as 
occurred in the author’s case, is rare. Though some 
absorption of the various carcinogenic substances may 
occur by other routes, the most important one is that 
through the lungs, by which both dust and fumes may 
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penetrate the body. It is known that the carcinogenic 
anthracene substances are eliminated through the urinary 
tract, and this is also the case with the amines mentioned. 
In many of the older factories considerable amounts of 
dyestuff escaped to the air as a fine dust, to which the 
workers were unavoidably exposed. Though the basic 
amino substances do no harm to the general body 
tissues, this appears to be due to their alteration in the 
tissues into harmless substances. Goldblatt regards the 
base itself as harmful, since such cancers are unknown in 
those handling phenol, acyl, or aryl derivatives of 
amines. 

Apparently the noxious substances act on the mucosa 
of the urinary tract after excretion, and it is strange that 
no similar injuries occur in the lungs or alimentary tract. 
In man, who walks erect, most lesions are at the base of 
the bladder, while in experimental animals, as their gait 
would suggest, lesions tend to appear on the anterior wall 
of the organ. The lower incidence of lesions in the 
upper urinary tract is probably due to the more rapid 
passage of the irritant. Urinary stasis is also a factor, 
for as the pH rises the solubility of the amino bases 
falls. Some of these will come out of solution and 
be depesited on the floor of the bladder. Action through 
the blood stream in the urinary organs is also likely at 
times, so that the latter are exposed to double attack. 
Certain authors suggest that the first lesions are sub- 
epithelial, usually consisting in the development of new 
vessels. It is pointed out that where tumours generally 
form, the vascular network round the bladder is richest. 
Circumscribed telangiectases and submucous suffusions 
are certainly seen in the early or pre-cancerous stages. 

Many experienced workers dispute the haematogenous 
origin of the tumours. Whichever theory is accepted, 
the development of tumours many years after exposure 
to the irritant ceases is not easily explained. In animal 
experiments traces of certain dyes have been found in 
the bladder years after their administration. 

Statistical proof of the frequency of these lesions in 
dye workers is not easily obtained, but it is certain that 
greater manufacturing precautions have diminished 
their incidence. In the Basle district death from this 
disease does not occur much earlier in dye workers than 
in its other victims. The author finds the average period 
of exposure before lesions develop to be just under 12 
years, in a range between 36 and 6 years. Cancer is 
rare in those with acute poisoning. Acute poisoning 
may cause extensive, but transient, irritative lesions 
which rarely pass into a chronic stage of inflammation. 
Haemorrhage is an early symptom of cancerous change, 
but, though this was previously denied, tumours 
may form without the discovery of occult blood in the 
urine. Dysuria is common, but many symptoms are 
often absent until the neck of the bladder is involved 
or ulceration and incrustation have developed. During 
the latent period which is common to all tumours no 
symptoms at all may occur. 

Diagnosis rests on early cystoscopy, an examination 
which should never be omitted. It may be very difficult 
to find the smaller tumours. Instillation of adrenaline 
will check bleeding and thus facilitate investigation. 
Diagnostic partial excision may stimulate spread. There 


is some suggestion that a familial tendency to carcinoma 
is indicated in certain cases. Benign tumours account 
for about a quarter of those seen in the dye industry, 
but these may develop cancerous changes. Simon 
maintains that aniline tumours have a more favourable 
clinical course than those of unknown aetiology. Ip 
Basle multiple primary tumours of the bladder were 
recorded in 10 cases, and in some of these cases 
other organs were affected and other types of cancer 
occurred. 


The Basle school employs conventional treatment of 


the disease and recommends drastic measures to lessen. 


exposure to the noxious agents. Prophylaxis is in- 
complete if regular examination of the workers is neg- 
lected; this should include cystoscopy. 

G. C. Pether 


1318. Hydrogen Sulfide Poisoning in Shale Oil Industry 
G. AHLBORG. Archives of Industrial Hygiene and 
Occupational Medicine [Arch. industr. Hyg. occup. Med. 
3, 247-266, March, 1951. 4 figs., 18 refs. 


Sweden’s isolation during the war made it necessary 
to extend the production of shale oil. In this industry 
there was considerable exposure to hydrogen sulphide 
owing to the high concentration of sulphur in the shale 
layers. Estimation of the air at various places in the 
workings showed that the concentration of hydrogen 
sulphide was more than 0-060°%% in 9 places, more than 
0-015°% in 11 places, more than 0-002% in 24 places, and 
less than 0-002°%% in 62 places. This figure of 0-002% 
is considered to indicate the maximum concentration 
allowable for prolonged exposure to the gas. 

During the period from 1943 to 1946, 59 cases of 
acute gas poisoning with unconsciousness occurred 
at the shale-oil plant, but there were no deaths. The 
symptoms were a sudden feeling of fatigue, especially 
in the legs, dizziness, and intense anxiety, followed by 
unconsciousness with or without respiratory failure. 
After recovering consciousness the patients complained 
of pronounced pain in the back of the head, dizziness, 
and sometimes nausea. The only objective symptoms 
found on examination were nystagmus and Romberg’s 
sign. In 6 cases there were further sequelae, of which 
damage to the ear affecting equilibrium was the most 
prominent. There were also changes of temperament 
and neurasthenic symptoms, recovery from which took 
about 2 months, and there was considerable sensitivity 
to the gas afterwards. Subacute poisoning was charac- 
terized by kerato-conjunctivitis and irritation of other 
mucous membranes; no permanent damage to the eyes 
occurred. There is no positive evidence of chronic 
hydrogen sulphide poisoning, but the frequency of neuras- 
thenic symptoms increased with the degree of hydrogen 
sulphide exposure and the length of employment. 

K. M. A. Perry 


1319. Report on a Country-wide Study of Silicosis in 
the Metal Mines of Japan 

M. YAMAMoTO. Archives of Industrial Hygiene and 
Occupational Medicine [Arch. Industr. Hyg. occup. Med.) 
5 figs. 


3, 339-349, April, 1951. 
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Genetics 


1320. Sickle-cell Anaemia and Sickle-cell Trait as 
Homo- and Heterozygous Gene-combinations 

H. LEHMANN. Nature [Nature, Lond.] 167, 931-933, 
June 9, 1951. 18 refs. 


In the U.S.A. and Italy evidence is accumulating to 
show that persons with the sickle-cell trait are hetero- 
zygous, and those with sickle-cell anaemia homozygous, 
for the gene which determines sickling. In a population 
in which a gene has a frequency p, the fraction of hetero- 
zygotes is 2p(1 —p) and of homozygotes p2, so that if the 
anaemia is not lethal, p2+2p(1—p) should give the 
fraction of the population which carries one or more of 
the genes under consideration; thus if 43°% of a popula- 
tion are found to have one or more factors for sickling, 
about 6%, or one-sixteenth, should be homozygous and 
37% heterozygous. 

Certain East African tribes have an incidence of sickling 
of this order of magnitude. The Lango, a Nilotic tribe, 
have an incidence of about 37°, sickling in persons of 
all ages from below 3 months to old age. The pygmoid 
Baamba have a 45% incidence of sickling. Such high 


percentages show that homozygotes must number 


between 5°, and 10°, unless the homozygous state 
causes death in utero or shortly after birth. The author 
comments: ‘“ Both are events which could not have 
escaped the attention’ of medical officers in African 
maternity wards *’, especially since in Hamitic tribes the 
incidence of sickling is low—below 1°%. In one kraal 
in which there was close intermarriage there were 46 
individuals with sickle cells out of a population studied 
of 53. 

The author concludes that the simple hypothesis that 
heterozygotes’ manifest the sickle-cell trait and that 
homozygotes manifest the anaemia is not in accordance 
with the facts. He favours Raper’s suggestion that the 
development of the anaemia may depend on some factor 
imported by mating with persons other than Africans—a 
hypothesis which would explain the appearance of the 
disease in Indians, Arabs, Italians, and American 
negroes, and its absence from pure Africans. 

[An alternative suggestion would be that the Bantu 
have accumulated a number of ** modifier ** genes which 
suppress the effect of the sickling gene when in the 
homozygous state, and that mating with other races 
breaks up the assembly which protects homozygotes 
from ill effects. Such “ epistasis *’ is well recognized. 
In dogs, for example, the cross Newfoundland x Great 
Dane gives rise to grossly abnormal offspring because 
in the Newfoundland a group of modifier genes protects 
against the ill effects of genes which produce pituitary 
hyperfunction (see Huxley, Evolution). Nevertheless 
Foy and Kondi (E. Afr. med. J., 1951, 28, 1) report 4 
cases of sickle-cell anaemia among 13 mothers and 
infants of the Jaluo tribe whose cells showed sickling.] 

G. Discombe 


1321. 
Twins 
W. G. Lennox. Journal of the American Medical 
Association [J. Amer. med. Ass.] 146, 529-536, June 9, 
1951. 5 figs., 16 refs. 

The incidence of epilepsy among the parents, sibs, 
and children of 4,231 epileptic patients was studied. 
Among the relatives, anyone subject to seizures not 
considered to be due to syncope, hysteria, carotid-sinus 
syndrome, or the result of ** defective metabolism ’’ was 
classified as epileptic, irrespective of whether any precipi- 
tating causes, such as alcoholism or fever, were also 
present. The question whether one or two seizures were 
necessary for the diagnosis was avoided by accepting one 
seizure as sufficient in one-half the relatives and two 
seizures in the remaining half. The initial series of 
patients was divided into two groups according to whether 
or not there was evidence of cerebral damage antedating 
the first seizure; 22-99% gave a history of antecedent 
gross brain lesions, and of their close relatives 1-8% 
were found also to be epileptic. Among the close 
relatives of the remaining 77-1°%% of patients, who were 
classified as having “‘ essential” epilepsy, there were 3-6% 
similarly affected. No very satisfactory information was 
available to show the incidence of epilepsy (using the same 
criteria of diagnosis) in the general population. How- 
ever, it was found that in the two world wars approxi- 
mately 0-5°%% of all recruits were excluded because of 
epilepsy. This undoubtedly represented a minimum 
figure for the incidence of the condition in the general 
population, because the screening was itself fairly coarse 
and also because it did not include persons confined to 
institutions. Thus at the most the incidence was only 
7-2 times greater among the relatives of the epileptics 
than in the general population. 

A series of 122 twin pairs (69 monovular and 53 bin- 
ovular), one at least of each pair being epileptic, was 
also studied. In 61° of the monovular pairs both were 
affected, whereas among the binovular twins in only 
9°% were both affected. Furthermore, it was found that 
in those pairs of identical twins where both were epileptic 
there was a closer resemblance between the members of 
each pair in respect to the clinical character of the 
epilepsy and the electroencephalographic findings than 
would have been expected on a chance basis. 

While it is concluded that hereditary factors are 
important in determining predisposition to epilepsy, it is 
emphasized that genetic prognosis can be advanced only 
very cautiously and must always involve a detailed 
consideration of the situation in the particular family 


The Heredity of Epilepsy as Told by Relatives and 


concerned. Harry Harris 
1322. The Inheritance and Distribution. of the Duffy 
Blood Groups 


R. R. Race, H. A. Hott, and J. S. THompson. Heredity 
[Heredity] 5, 103-110, April, 1951. 1 fig., 7 refs. 
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Physiology and Biochemistry 


1323. The Mucopolysaccharides of the Ground Substance 
of Connective Tissue 

K. Meyer and M. M. Rapport. Science [Science] 113, 
596-599, May 25, 1951. 22 refs. 


The mucopolysaccharides of skin, heart valves, aorta, 
tendon, synovial fluid, and umbilical cord were extracted 
with 0:33 to 0-5 N NaOH at 0°C. The extracts were 
neutralized with acetic acid and the protein was removed 
by treatment with amyl alcohol-chloroform, adsorp- 
tion on Lloyd’s reagent, or zinc hydroxide. Glycogen 
was destroyed by digestion with amylase. The poly- 
saccharides were precipitated from calcium-acetate— 
acetic-acid solution by alcohol at 0° C. Five muco- 
polysaccharides can be distinguished: (1) hyaluronic 
acid, which is sulphate-free, has a specific rotation of 
70° to —80', and is rapidly digested by testicular and 
pneumococcal hyaluronidase; (2) chondroitin sulphate 
A, which is found only in hyaline cartilage, has a specific 
rotation of —30°, and is hydrolysed by testicular but not 
by pneumococcal hyaluronidase; (3) chondroitin sul- 
phate B, which has the same composition as A, but a 
specific rotation of — 50°, and is resistant to both types of 
_ hyaluronidase; (4) chondroitin sulphate C, which has 
the same composition as A, but a specific rotation of 
—20°, and is hydrolysed more rapidly by testicular 
hyaluronidase; (5) hyaluronosulphate, obtained only 
from the cornea, with a specific rotation of — 56°, is hydro- 
lysed by both types of hyaluronidase. Its amino sugar is 
D-glucosamine, in contrast to the chondroitin sulphates, 
which contain p-galactosamine. 

It is possible to divide tissues into varioys groups 
according to their mucopolysaccharide content. Thus 
vitreous humour, synovial fluid, and peritoneal fluid from 
a patient with mesothelioma contained only hyaluronic 
acid. No hyaluronic acid was found in heart valves, 
aorta, or (probably) tendon. Skin and umbilical cord 
contained hyaluronic acid together with only one sul- 
phate ester. R. Barer 


1324. Effect of Desoxycorticosterone Glucoside upon 
Cerebral Blood Flow ard Metabolism of Human Subjects 
R. C. Bentinck, G. S. Gorpan, J. E. Apams, L. H. 
ARNSTEIN, and T. B. LEAKE. Journal of Clinical Investi- 
gation [J. clin. Invest.] 30, 200-205, Feb., 1951. 3 figs., 
26 refs. 


The authors have studied the effect of deoxycor- 
tone glucoside (DCG) on the rate of utilization of 
glucose and oxygen and on the rate of production of 
carbon dioxide by the human brain. Cerebral blood 
flow was determined in 15 human subjects by the nitrous 
oxide method of Kety and Schmidt. Blood was ob- 
tained for analysis from the femoral or internal carotid 
artery and from the jugular bulb. 

The intravenous injection of 50 mg. of DCG was 
followed by striking and rapid effects on the blood sugar 


levels. The cerebral venous glucose concentration rose 
significantly, in eight instances above the arterial level. 
The cerebral arterio-venous glucose difference became 
reduced in 13 of the 15 subjects. These changes in 
glucose concentration occurred without alteration in 
the rate of cerebral blood flow. Oxygen consumption 
and carbon dioxide production likewise did not change 
significantly. 

The implications of these findings are discussed. The 
observed increase in the sugar concentration of the cere- 
bral venous blood above that of arterial blood suggests 
liberation of sugar by the brain, but the possibility of 
coincident change in the cerebral utilization of glucose 
cannot be excluded. No change was observed in the 
peripheral arterio-venous glucose difference, suggesting 
the absence of an immediate effect of DCG on the 
glucose metabolism of muscle. There was a small but 
significant rise in the mean arterial glucose concentration 
which might be accounted for by liberation of glucose 
from other sources, possibly the liver. K. Black 


1325. The Effect of Parenterally Administered Adreno- 
cortical Extract on the Intradermal Spreading Action of . 
Hyaluronidase 

M. A. Hayes and B. L. BAKER. Endocrinology [Endo- 
crinology] 49, 379-383, Sept., 1951. 2 figs., 13 refs. 


1326. Studies on the Ether-soluble Substances on the 
Human Skin. I. Quantity and ** Replacement Sum” 
F. HERMANN and P. H. Prose. Journal of Investigative 
Dermatology {J. invest. Derm.] 16, 217-230, April, 1951. 
3 figs., 17 refs. 


The authors’ method of collecting ether-soluble 
substances from the skin surface was similar to that 
previously employed. They used a glass receptacle 
open at both ends, one of which was applied to the skin. 
Fat-free ether was placed in the receptacle and after 
30 seconds withdrawn by a pipette; the soluble material 
so extracted in the ether was estimated. This ether- 
soluble material was collected by three different pro- 
cedures: with no preparation of the skin, so that acci- 
dental touching and wiping were not prevented; after 
protection of the skin from all contacts for 24 hours; and 
after wiping the site to be tested. Whatever quantity 
of ether-soluble substances was found after wiping was 
called the “retained level”. The sum of repeated 
collections of the ether-soluble material from the same 
site at half-hourly intervals during a two-hour period 
was called the ** replacement sum ”’. 

Altogether 1,215 estimations were carried out in 26 
healthy males and 6 healthy females varying in age from 
21 to 58 years. The quantity of ether-soluble material 
obtained from protected sites (“total level”) was 
considerably greater than from the unprotected (‘* casual 
level ’’), and the latter was not significantly different 
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CIRCULATORY SYSTEM 


from the “ retained level”. The “‘ replacement sum” 
could be correlated with the “casual level’? and the 
“retained level’’, but not with the total level ’’. Ether- 
soluble material could be found on the palms, and 
exposure to dry heat increased the amount, which is 
apparently related to sweating. S. T, Anning 


1327. Physiological and Clinical Observations at High 
Altitudes. (Observations physiologiques et cliniques en 
haute montagne) 

J. Oupot. Presse Médicale [Pr. méd.] 59, 297-300, 
March 7, 1951. 


Tests were carried out on 8 subjects in the course of a 
Himalaya expedition in 1950. Observations were made 
between 2,500 and 5,900 metres, and further observations 
were later made on the same subjects in Paris, concern- 
ing the cardiovascular system, respiratory system, and 
metabolism, while a few observations were made on 
the central nervous system and blood (haemoglobin). 
Investigations were of necessity confined to simple clinical 
tests and estimations of basal metabolic rate. The results 
are tabulated. T. C. D. Whiteside 


1328. The Effect of Oxygen Inhalation at High Altitudes. 
(Action des inhalations d’oxygéne en haute montagne) 

J. Oupot. Presse Médicale [Pr. méd.] 59, 326-327, 
March 17, 1951. a 


In continuation of the above report (Abstract 1327), the 
action of oxygen on resting pulse, blood pressure, and 
respiration, and the effects of oxygen given during 
exertion, are examined. The author discusses the 
relative merits, in high-altitude mountain-climbing, of 
giving oxygen either at rest, so as to aid recovery, or 
during exertion. T. C. D. Whiteside 


1329. Effects of Severe Asphyxia on the Kidney and 
Urine Flow 

K. J. FRANKLIN, L. E. McGee, and E. A. ULLMANN. 
Journal of Physiology [J. Physiol., Lond.] 112, 43-53, 
Jan., 1951. 7 figs., 12 refs. 


In rabbits anaesthetized with sodium pentobarbitone 
and minimal ether a kidney was exteriorized and a 
study made of the changes in its appearance produced 
by anoxia, hypercapnia, nerve stimulation, and adren- 
aline. Breathing 8°4 oxygen in nitrogen or 9 to 25% 
carbon dioxide in oxygen (corresponding to 42°% arterial 
oxygen saturation and 140° of resting arterial carbon 
dioxide content) caused wrinkling and blanching of the 
kidney surface, indicative of diversion of renal blood 
flow from the cortex. These changes were independent 
of simultaneous blood-pressure fluctuations. 

Direct electrical stimulation of the renal nerves or 
the intravenous injection of large doses of adrenaline 
(25 xg. per kg. body weight) produced closely similar 
changes, and these were undiminished by extirpation 
of both adrenals. The response produced by breathing 
gas mixtures was not affected by section of the aortic 
nerves and denervation of carotid bodies and sinuses, 
or by bilateral vagotomy. It was not affected by de- 
cerebration, and persisted in 4 out of 7 animals after 
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transection of the spinal cord at T4. These findings 
indicate that the response is initiated centrally rather 
than reflexly and that chemo-sensitive centres in the 
spinal cord below T4 may be concerned in its produc- 
tion. Urine flow was inhibited by a degree of asphyxia 
sufficient to produce blanching of the kidney surface, 
but not by asphyxia of less degree. Inhibition of urine 
flow and visible kidney changes were abolished by 
division of the renal pedicle. R. A. Gregory 


1330. Diurnal Variations in Body Temperatures 
H. C. MELLETTE, B. K. Hutt, S. I. Askovitz, and S. M. 
HorvatH. Journal of Applied Physiology [J. appl. 
Physiol.) 3, 665-675, May, 1951. 2 figs., 25 refs. 


Continuous rectal temperature determinations were 
made on 11 male and 11 female subjects, all healthy 
adults, by means of copper-constantan thermocouples 
and an automatic recording potentiometer. Four 24- 
hour studies showed that almost all maximum and mini- 
mum temperatures occur between 6 p.m. and 6 a.m., 
and therefore principal emphasis was placed on the night 
hours. There were a total of 42 such 12-hour observa- 
tions. Maxima for males averaged 38-32° C. (100-98° F.), 
at 8-49 p.m. and for females 38-36°C. (101-05° F.), 
at 10.49 p.m.; minima, males 36-83° C. (98-29° F.), at 
6:04 a.m. and females 37:16° C. (98-89° F.), at 4.48 a.m. 
With the exception of the levels of the maxima, these 
values were significantly different between the two sexes. 
One male showed only 0-70° C. (1:26 F.) total range 
throughout the night, while one female showed as much 
as 2:08°C. (3:74 F.). Fifteen-minute averages were 
plotted against time and each graph fitted with the best 
possible trend line by a modified method of least squares. 
The mean rate of fall from evening to morning was 
—0-12° C. per hour (0-22° F.) for males and —0-06° C. 
per hour (0-11° F.) for females, a significant difference. 

Deviations from each trend line, namely shape of the 
temperature curve, were examined for possible relation- 
ship to time, evening meal, cold refreshments, activity, 
falling asleep, awakening, or changes in ambient 
temperature. Although the inflexions were distributed 
apparently at random, it was found that of the 12 
graphs demonstrating upward inflexions, 7 began within 
15 minutes of the onset of moderate activity. In general 
sleep had a stabilizing effect on the shape of the tempera- 
ture curve.—[Authors’ summary.] 


CIRCULATORY SYSTEM 


1331. The Effect of Intravenous Infusions of Physiologic 
Saline Solution on the Pulmonary Capillary Pressure in 
Man 

J.T. Doy.e, J. S. WiLson, E. H. Estes, and J. V. WARREN. 
Journal of Clinical Investigation [J. clin. Invest.] 30, 
345-352, April, 1951. 3 figs., 16 refs. 


Cardiac output was measured in 12 adults by means 
of the catheterization technique and the Fick principle. 
Pulmonary blood volume was measured by the dye 
dilution technique of Stewart and Hamilton, modified 
by Ebert. Pulmonary arterial pressure curves were 
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recorded with an electromanometer and simultaneously 
with the electrocardiogram, pulmonary capillary pressure 
being measured by the method of Dexter. Intravenous 
saline infusions were made at a rate of 77 to 146 ml. per 
minute in volumes of 950 to 1,000 ml. These rapid 
infusions produced increases in pulmonary arterial 
and capillary pressure and proportionate increases in 
pulmonary and systemic blood volume; the cardiac out- 
put might or might not increase. There was a linear 
relation between resting pulmonary arterial pressure 
and systemic volume, but there was no clear relation 
between pulmonary pressure and pulmonary volume. 
After infusion there was no evidence of a disproportion- 
ately large rise in pulmonary pressure. The changes are 
explained as being due to an abrupt, but not undue, 
increase in the amount of blood contained in the 
relatively indistensible pulmonary bed. The pulse rate 
remained remarkably constant during the infusion and 
there was no evidence of a Bainbridge reflex: 5 out of 
8 subjects showed a reduced vital capacity at the end 
of the infusion period. A. Schweitzer 


1332. Mechanisms Involved in Fibrin Formation 

P. W. Boy.es, J. H. FerGuson, and P. H. MUEHLKE. 
Journal of General Physiology {J. gen. Physiol.] 34, 493- 
513, May 20, 1951. 36 refs. 


The part played by thrombin in the conversion of 
fibrinogen to fibrin is essentially enzymatic. The 
instability of diluted thrombins, as compared with the 
greater stability of the same preparations in more con- 
centrated solutions, is due largely to adsorption on to the 
walls of glass vessels. Serum antithrombin progressively 
weakens thrombin activity and may be a factor leading 
to the instability of insufficiently purified thrombin. 
Loss of activity may be due to proteolysis (thrombino- 
lysis). Finally, bacterial contamination may lead to 
loss of thrombin activity. 

Fibrin yields are not significantly modified by any of the 
experimental circumstances which influence the clotting 
time, such as temperature, pH, non-specific salt action, 
specific ion effects (whether clot-accelerating or inhibi- 
tory), and presence of occluding (adsorptive) colloids. 
The authors are opposed to the theory that an inter- 
mediate “* profibrin ’’ is formed as the first part of a two- 
stage reaction. They take the view that denaturation and 
fibrin formation are quite independent, and that fibrin 
formation is a continuous process of polymerization. 

A. Brown 


1333. Continuous Metabolism of Haemoglobin in the 
Red Cells of Peripheral Blood 

H. BENARD, A. GaAspos, and M. Nature 
[Nature, Lond.] 167, 989-990, June 16, 1951. 5 refs. 


The authors, who were impressed by the fact that 
during treatment of anaemia there is often a rise in the 
erythrocyte count unaccompanied by a rise in haemo- 
globin value, report that administration to normal 
rabbits of vitamin B;2 or folic acid has the same effect. 
They conclude that there is a redistribution of haemo- 
globin between the old and the newly formed cells 
involving a degradation and resynthesis of the pigment, 


since on examining stained films they found “a homo- 
geneous tinctorial appearance ’’ which suggests that the 
low colour index is not caused by the production of 
young erythrocytes containing much less haemoglobin 
than the cells already in circulation. In support of this 
hypothesis they state that following vitamin-B,> admini- 
stration there was a considerable increase in the erythro- 
cyte content of free non-haemoglobin protoporphyrin, 
which might have been expected if there had been rapid 
degradation and resynthesis. 

{Confirmation of the finding that apparently normal 
rabbits respond to administration of vitamin B;> or folic 
acid will be awaited with interest.] Janet Vaughan 


1334. Action of Vitamin B,2, Folic Acid and Liver 
Extracts on the Free Protoporphyrin Content of Red 
Blood Cells 

H. BENARD, A. Gaspos, and M. Gajpos-TOROK. Nature 
[Nature, Lond.] 167, 990-991, June 16, 1951. 2 refs. 


The authors found that normal rabbits treated with 
anti-pernicious-anaemia agents responded with an 
increase in circulating erythrocytes, but not of haemo- 
globin, and with a rise in the free protoporphyrin content 
of the erythrocytes. These changes resemble those 
occurring in the initial treatment of Addisonian per- 
nicious anaemia. If the rabbits were depleted of glycine, 
which is used for porphyrin synthesis, by previous in- 
jections of benzoic acid, the administration of vitamin 
Biz, folic acid, and liver extracts was without effect, 
though the expected response occurred if glycine was also 
given. The authors conclude that the augmentation of 
free protoporphyrin in the erythrocytes is due to the 
acceleration of the synthesis of the pigment by anti- 
pernicious-anaemia agents, and that the therapeutic 
action of these agents is due, in part at least, to its power 
to restore this synthesis which, they postulate, is defective 
during the course of Addison’s disease. 

[This communication raises many questions. ] 

Janet Vaughan 


DIGESTION AND METABOLISM 


1335. Investigations on the Consequences for the Whole 
Organism of a Permanent Lowering of Oxygen Tension 
in the Liver. The Influence of Liver Hypoxia on 
Water Storage. (Untersuchungen iiber die Folgen einer 
dauernden Sauerstofftensionsherabsetzung in der Leber 
fiir den Gesamtorganismus. Der Einfluss der Leber- 
hypoxie auf den Wasserhaushalt) 

O. RAINER and R. RIGLER. Zeitschrift fiir die Gesamte 
Experimentelle Medizin [(Z. ges. exp. Med.] 117; 274-281, 
1951. 2 figs., 18 refs. 


The authors diminished the blood supply through the 
hepatic artery of dogs by putting a silver weight on 
the vessel, which produced its maximum effect when the 
animal was standing. In a dog weighing 22 kg. the 
placing of a weight of 11 g. on the vessel was expected 
to diminish the blood flow by 15°%%. In view of the dual 


blood supply to the liver, compression of the hepatic 
artery was thought to result only in hypoxia, since the 
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other deficiencies could be made up from the portal 
circulation. 

The operation resulted within a few days in an increased 
excretion of water given by mouth, the liver seeming to 
have lost its storage capacity. Compared with the pre- 
operative values, the increase in urine excretion in the 
first 3 hours after water had been given was 40%. The 
intravenous injection of 1-5 to 4 wg. of strophanthin 
restored the water-storage capacity. H. Lehmann 


1336. The Question of Serum Protein Formation in the 
Liver. Electrophoretic Investigations. (Zur Frage der 
Serumeiweissbildung in der Leber. Elektrophoretische 
Untersuchungen) 

H. Ewerpeck. Zeitschrift fiir die Gesamte Experi- 
mentelle Medizin [Z. ges. exp. Med.| 117, 237-242, 1951. 
39 refs. 


In 10 dogs the serum protein of venous blood was 
compared with that of portal venous blood by electro- 
phoretic analysis. There was no significant difference 
in total protein level. The albumin content was 57-7 
+5-1°%% of the total protein in the serum from venous 
blood, and only 46-8 +.6-6% in that from the portal vein. 
The portal blood was richer in globulin fractions, and 
the larger the molecule the greater was the difference. 
The y-globulin content of venous serum protein. was 
found to be 14-8+-2-4°%%; that of portal-vein serum pro- 
tein was 19-8+-7-2%. The author suggests that the liver 
transforms globulin into albumin. H. Lehmann 


1337. The Effect of Heat Treatment on the Nutritive 
Value of Milk Proteins. I. Evaporated and Powdered 
Milks 

B. B. Cook, A. F. MorGAn, E. O. WEAsT, and J. PARKER. 
Journal of Nutrition [J. Nutrit.] 44, 51-61, May 10, 1951. 
1 fig., 14 refs. 


The nutritive values of various preparations of milk 
were compared by measuring the gain in weight of rats 
for each gramme of protein ingested. The results 
showed that, compared with whole, fresh, pasteurized 
milk, the nutritive value is lower in evaporated milk, and 
still lower if the milk has been preheated before evapora- 
tion or sterilized at 115° to 116°C. after evaporation. 
Storage for 1 year at room temperature did not cause 
further loss in nutritive value in the sterilized evaporated 
milk. A decrease also occurs in skim-milk powders 
which are preheated, the loss being proportional to the 
degree and time of heating. J. Yudkin 


1338. The Effect of Heat Treatment on the Nutritive 

Value of Milk Proteins. II. Rat Growth Studies with 

Casein and Lactalbumin and their Lactose Derivatives 

B. B. Cook, A. F. MorGAN, B. SINGER, and J. PARKER. 

optus of Nutrition [J. Nutrit.] 44, 63-81, May 10, 1951. 
refs. 


This paper describes experiments to determine the 
cause of the decrease in nutritive value of the proteins 
which occurs on heating milk. Mild heat treatment of 
casein, alone or with lactose, decreased its nutritive value. 
Similar treatment of lactalbumin caused no decrease when 


it was heated alone, but appreciable decrease when it 
was heated with lactose. More severe heat treatment 
with lactose caused still greater loss in the nutritive 
values of both proteins, Unless the heating was severe, 
lysine restored the loss of nutritive value of casein, but 
not that of lactalbumin. J. Yudkin 


1339. Metabolism and Tolerance of Proteins Treated 
with Formaldehyde and Acetic Acid. (Stoffwechsel- 
verhalten und Vertraglichkeit formylierter und acety- 
lierter Proteine) 

K. LANG, M. Frimmer, and D. BERNERT. Zeitschrift 
fiir die Gesamte Experimentelle Medizin [Z. ges. exp. 
Med.} 117, 288-296, 1951. 6 figs., 6 refs. 


The authors compare the physiological properties of 
casein, casein treated with 2:24°%% formaldehyde, and of 
cow-serum protein before and after acetylation. When 
these compounds were tested in dietary experiments on 
young rabbits there was no difference in the growth 
rate whether the casein was treated with formaldehyde 
or not, but the acetylated serum protein had only half 
the effect in increasing the body weight which was 
seen with the untreated protein. In a nitrogen-balance 
experiment, acetylated protein was given intravenously 
to 2 rabbits which had been kept on a nitrogen intake of 
856 mg. per day and were in equilibrium. The injected 
nitrogen (538 mg.) appeared quantitatively in the urine 
within 48 hours; there was no protein in the urine. 
Injection of casein which had been treated with formal- 
dehyde led to loss of weight and death within 2 weeks. 
Dogs, like rabbits, tolerated acetylated serum protein, 
but not the formaldehyde-treated casein. Experiments 
on anaphylaxis in guinea-pigs confirmed that casein 
is only a very weak antigen; formaldehyde-treated casein 
had no antigenic properties at all. Serum protein lost 
much of its power to produg antibodies on acetylation. 
Of 20 guinea-pigs sensitized and reinjected with acetylated 
cow protein, only 4 suffered a fatal shock. 

Neither pepsin nor cathepsin attacked the treated 
proteins. Trypsin was fairly effective in its action on 
formaldehyde-treated casein, but digested only weakly 
the acetylated serum protein. H. Lehmann 


NERVOUS SYSTEM 


1340. Unit Activity in Bulbar Respiratory Centre 

M. N. J. DinKEN and S. WoLDRING. Journal of Neuro- 
physiology [J. Neurophysiol.] 14, 211-225, May, 1951. 
15 figs., 12 refs. 


This is a report of the recording of spontaneous 
neurone activity in the medullary respiratory centre; 
there has been little work on this subject since the pioneer 
paper of Gesell and his co-workers in 1936. A highly 
selective pick-up of potentials was obtained with a 
differential lead from bipolar microelectrodes. These 
were of enamelled platinum wire of 50 jx gauge, recording 
only from the tip. The region from which recording 
was made was less than 0-03 mm. deep. A condenser- 
coupled push-pull amplifier was used, with the time 
constant made short as interest was concentrated on 
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spike potentials. Experiments were carried out on 54 
rabbits anaesthetized with pentobarbitone. The elec- 
trodes were placed and moved with a micromanipulator 
with a precision of about 30 z. Simultaneous respiratory 
records with a pleural cannula were made. _ 

Three types of response were elicited in the region of 
the respiratory centre. Single units could be found 
that fired only during inspiration, and others firing in 
expiration. A third type, found only in 7 cases, started 
firing after the onset of inspiration, and ceased a little 
after the beginning of expiration or sometimes at the 
end of inspiration. These were considered to be 
central vagal volleys arising as a result of the lung-stretch 
receptor activity. This was borne out by the fact that 
inspiratory stenosis, causing a progressive deflation of 
the lung, diminished this discharge, while expiratory 
stenosis had the reverse effect. Blocking the conduction 
in the vagus nerves by an electrotonus caused a dis- 
appearance of the central vagus discharge and slower 
breathing, and increased the rate of firing of the inspira- 
tory type of medullary unit. Stimulation of the vagus 
caused slowing of these units when the nerve was 
stimulated at 9 per second, while stimulation at 90 or 
200 per second completely abolished this activity. The 
expiratory neurones responded with a continuous dis- 
charge both on low- and on high-frequency stimulation 
of the vagus, but in the latter case this was sometimes 
interrupted by volleys of high frequency. 

The finding of Wyss that low-frequency stimulation 
of the vagus produces an inspiratory effect and high- 
frequency stimulation produces an expiratory effect is 
confirmed by the present work. Wyss’s explanation of 
a dual vagal action on the expiratory and inspiratory 
centres is not, however, accepted. An alternative 
suggestion of the differential effect is advanced based on 
the varying degrees of inhibition of the inspiratory neu- 
rones caused by the differif@g frequencies of stimulation. 

Donald McDonald 


1341. Site and Extension of Bulbar Respiratory Centre 
S. WoLDRING and M. N. J. DiRKEN. Journal of Neuro- 
physiology {J. Neurophysiol.| 14, 227-241, May, 1951. 
13 figs., 22 refs. 


Different workers have found considerably differing 
sites and sizes for the respiratory centres in the medulla 
oblongata. The present report is of experiments 
exclusively on rabbits, and correlates the results of 
recording and stimulation in the medulla with micro- 
electrodes. Two independent sets of observations are 
thus available. Stimulation was through the same 
electrodes held in a micromanipulator and using a thyra- 
tron stimulator. The electrodes were slowly advanced 
by a motor and stimuli given at intervals while a record 
of the respiratory movements was made by means of an 
intrapleural balloon. 

The extent of the respiratory centre as delimited by 
recording technique was from 1 mm. behind to 4 mm. 
before the obex. The rostral border thus lies 0-5 to 
1-0 mm. caudal to the acoustic tubercles. The medial 
border lies about 1-5 mm. from the midline, and the area 
is widest (2 mm.) at the point of entry of the vagi. At 
this level the activity of the medial portion is purely 


inspiratory, whereas expiratory activity is principally 
found over the area superficial to the zones of inspiratory 
activity (average depth—expiratory cells, 1:9 mm; 
inspiratory cells, 2-4 mm.). 

Using stimulation as the means of defining the area, 
the authors obtained similar results. The principal 
difference was that there was a distinct medial extension 
of the inspiratory region at the level of the vagi, where it 
extended to within 0-5 mm. of the midline. The total 
volume of the respiratory centre is calculated to be about 
10¢c.mm. This is to be compared with 30 c.mm. in the 
cat as determined by Pitts and his co-workers. The 
difference may be due to species, or may be due to the 
fact that Pitts stimulated at 8 volts, whereas the present 
authors used 2 volts. In discussing sources of error the 
authors are insistent that stimulation of high intensity, 
or in light anaesthesia, is very liable to produce respir- 
atory effects, especially expiratory ones, from the stimu- 
lation of afferent tracts. The use of obstructed breathing 
to heighten central activity is also criticized. 

From anatomical projection the majority of respiratory 
structures are placed in the reticular masses of the. 
medulla. Very little effect was obtained from the 
tractus solitarius or its nuclei. A number of expiratory 
responses were obtained from the somatic afferent tract 
of the trigeminal nerve. Donald Mc Donald 


1342. Neural Mechanisms Involved in Itch, * Itchy 
Skin’’, and Tickle Sensations 

D. T. GRAHAM, H. GoopELL, and H. G. Journal 
of Clinical Investigation [J. clin. Invest.] 30, 37-49, Jan., 
1951. 7 figs., 27 refs. 


It is generally agreed that itching is closely allied to 
pain. The authors demonstrate in the first place that 
itch, like pain, has a fast and a slow component, mediated 
by medullated and non-myelinated fibres respectively. 
The slow component can be eliminated by partial block 
with procaine, and the fast one by asphyxiation of the 
nerve trunk by compression. The fast component of 
pain may be the same as the pricking sensation in itching 
that some authors have described, but the problem of 
descriptive nomenclature is the cause of much apparent 
disagreement in work on sensation. Itching lowers the 
threshold for pain; this also suggests that it is due to 
low-intensity stimulation of pain fibres. Painful pricking 
in areas adjacent to itching will remove the itching 
sensation; this occurs if the pricking is in the same 
dermatome as the itch. The suggestion is made that 
the sensation of itching is due to activation of inter- 
nuncial neurone circuits in the spinal cord. 

** Itchy skin ’’ is here defined as the phenomenon where- 
by a sensation of itching arises when skin near an ‘tchy 
region is stroked. Tickle is a similar sensation of itch 
when stroked, but without the presence of an itching 
focus nearby. Both these sensations can be elicited 
after touch has been obliterated by nerve compression. 
They disappear when pain goes, and equally they cannot 
be elicited in a zone of hyperalgesia. Therefore, like 
itching itself, these sensations appear to be mediated by 
the pathways for pain. [Cf Abstract 1346—EprTor.] 

Donald Mc Donald 
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Pharmacology and Therapeutics 


1343. A New Method and Medium for Administering and 
Controlling the Action of Therapeutic Agents, with 
Particular Reference to Epinephrine. I. Experimental 
Studies 

R. A. Ouer. Annals of Allergy (Ann. Allergy) 9, 346- 
353, May-June, 1951. 4 figs., 2 refs. 


Alginic acid is a hydrophilic colloid extracted from 
various species of brown algae. If a small amount of 
sodium alginate or propylene glycol alginate is mixed 
with an adrenaline or insulin solution, the action of 
these substances is slowed down and diminished in 
intensity, including, in the case of adrenaline, that on 
blood sugar level as well as on pulse rate and blood 
pressure. A concentration of 2:25% propylene glycol 
alginate almost abolishes the effect of adrenaline. 

H. Herxheimer 


1344. The Combination of Skeletal Muscle Relaxing 
Agents with Various Central Nervous System Depressants 
used in Anesthesia. [In English] 

D. A. LANG, K. K. Kimura, and K. R. UNNA. Archives 
Internationales de Pharmacodynamie et de Thérapie 
{Arch. int. Pharmacodyn.] 85, 257-272, Feb., 1951. 
1 fig., 32 refs. 


The authors carried out experiments on mice at the 
University of Illinois Medical College to determine 
whether there is a synergistic action between muscle 
relaxants and certain anaesthetics or narcotics. The 
muscle relaxants used were pb-tubocurarine, decame- 
thonium iodide, and mephenesin. Comparisons were 
made of the number of mice paralysed or killed by the 
anaesthetic or narcotic when this was given alone and 
following a subparalytic dose of a muscle relaxant. 

There was found to be a notable degree of synergism 
between p-tubocurarine and ether, divinyl ether, mor- 
phine, codeine, methadone, and pethidine. Synergism 
between p-tubocurarine and soluble thiopentone, 
“amytal’’, and cyclopropane was slight, and none was 
observed between tubocurarine and chloroform. With 
higher doses of the barbiturates a significant increase 
in mortality did occur in mice given pD-tubocurarine 
previously, although the incidence of paralysis was 
unaltered. In mice given decamethonium before mor- 
phine the incidence of paralysis was not significantly 
greater; no synergism was noted between decamethonium 
and the other central depressants. There was a signifi- 
cant increase in incidence and duration of paralysis 
and in mortality due to soluble thiopentone in mice 
previously given mephenesin. No such synergistic 
action was observed with mephenesin and ether, chloro- 
form, or morphine. 

The peripheral curare-like action of ether is probably 
the reason for its synergism with p-tubocurarine, which 
has no central action. The absence of a similar effect 
with decamethonium is an indication of the different 


sites of action of this compound and p-tubocurarine.- 
It is suggested that respiratory failure due to the central 
depression of respiration, in addition to the increased 
threshold at the myoneural junction, may account for 
the synergistic action between p-tubocurarine and the 
other narcotics. However, no similarly large increase in 
effect is seen with morphine and decamethonium. The 
synergism of mephenesin and thiopentone may be 
due to inhibition of spinal-cord transmission by both 
substances. 

The absence of any synergistic effect between chloro- 
form and the muscle relaxants is interesting. Unlike 
ether, chloroform has no curare-like action and usually 
causes death by circulatory rather than respiratory 
failure. Derek R. Wood 


1345. Quantitative Determination of the Visceral Pain 
Threshold in Man. Characteristics of Visceral Pain, 
Effect of Inflammation and Analgesics on the Threshold, 
and Relationship of Analgesia to Visceral Spasm 

E. A. GAENSLER. Journal of Clinical Investigation [J. 
clin. Invest.] 30, 406-420, April, 1951. 9 figs., 32 refs. 


Determination of visceral pain threshold is more diffi- 
cult than that of more easily accessible structures. The 
author has taken advantage of conditions in patients after 
surgical exploration and intubation of the common bile 
duct. fm such patients measurements have been made 
of the pain threshold on raising the intrabiliary pressure 
by infusion of sterile saline into the T-tube inserted into 
the common duct. In 32 of 40 patients it was possible 
to make repeated determinations of the pain threshold— 
that is, the hydrostatic pressure at which painful sensa- 
tions were evoked. The other patients were unsuitable 
for one of a number of reasons. The high pressure of 
1,000 mm. of water produced no sensation in 3 patients, 
and higher pressures were not used. In 4 other patients 
prolonged colicky pain resulted, and in another subject 
the infused fluid flowed so rapidly into the duodenum 
that a sufficiently high pressure could not be obtained. 
After recording the resting intrabiliary pressure, at least 
3 determinations were made of pain threshold in terms 
of the pressure required. An analgesic was given 
and further pain-threshold recordings were made at 
intervals up to 4 or 5 hours. Information obtained 
included any effect of the analgesic on resting biliary 
pressure, elevation of pain threshold, and the “ total - 
analgesic effect’. This was obtained by measuring the 
area under the time-action curve. 

Pain resulting from raised intrabiliary pressure was 
described as colicky by 17 patients and as a dull ache by 
another 17. The sensation was localized to the right 
upper quadrant or to the epigastrium by 27 patients; 9 
patients reported an ill-defined radiation of pain to the 
back. The initial pain threshold varied, between patients, 
from 90 to 800 mm. of water. The variation from time 
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to time in individual subjects was very much less, usually 
less than 10 mm. and never over 30 mm. of water. 
In each of 6 patients, 17 control records of pain threshold 
were made during 12 hours. The largest standard 
deviation was +-12°6 mm., in a patient whose average 
threshold pressure was 357-9 mm. of water. The lowest 
standard deviation—of -+5-1 mm.—was in a patient 
whose average threshold pressure was 705-6 mm. of 
water. 

Injection of saline or ingestion of acetylsalicylic acid 
(0-6 or 1-2 g.) did not have any effect on pain threshold. 
Pethidine (100 mg.), which was injected intramuscularly, 
and the other analgesics tested—morphine (10 mg.), 
codeine (60 mg.), dihydromorphinone (3 mg.), methyldi- 
hydromorphinone (7:5 mg.), and amidone (7-5 mg.) 
injected subcutaneously—all caused an initial increase 
in intrabiliary pressure and an elevation of pain threshold. 
The action began between 7 and 15 minutes after the 
injection, and reached a peak after 30 minutes for 
morphine and pethidine and after 60 minutes for the 
others. The effects lasted for from 3 to 6 hours. The 
elevation of pain threshold was greater if the initial 
threshold was low. As infection subsided, the pain 
threshold increased. Cholangitis may have been 
responsible for the earlier low values. 

Morphine was most active in raising pain threshold, 
and amidone had the longest action. The “ total 
analgesic effect expressed in “ per cent-hours and 
obtained by measuring the area under the time-action 
curve, was as follows: amidone 168, morphine 140, 
dihydromorphinone 112, methyldihydromorphinone 98, 
pethidine 90, codeine 40, and acetylsalicylic acid 0. 
Proportionately greater effects were obtained with 
morphine and pethidine in increasing doses up t6 16 and 
100 mg. respectively. Further doubling of the dose 
caused a smaller increase in effect. The order of effec- 
tiveness of the substances in reducing pain and in increas- 
ing biliary pressure was the same. It appears that all the 
substances, although analgesic, caused biliary spasm; 
the analgesia was entirely due to a central action. By 
comparison with the effects of these substances on integu- 
mental pain, as found by other workers, it seems that the 
effect on visceral pain occurs earlier, lasts for a shorter 
time, and may be smaller. Derek R. Wood 


1346. Pain Threshold Measurements on Human Skin 
following Application of Topical Analgesics 

J. D. Harpy, C. B. PoTeLUNAs, and M. D. MEIXNER. 
Journal of Investigative Dermatology [J. invest. Derm.] 16, 
. 369-377, May, 1951. 6 figs., 10 refs. 


Ointments in a petrolatum base, containing 3°%% phenol, 
2°, menthol, 2% “ pontocaine”’, or 1°% nupercaine ”’, 
were applied to the skin of the forearm previously black- 
ened with indian ink. A thermal stimulus from an 
electric lamp of varying known current consumption was 
applied to the blackened areas. On unbroken skin 
phenol was slightly analgesic; the others not at all. On 
injured skin benzocaine had some analgesic action on 
abraded skin, but none on skin made erythematous by 
ultraviolet radiation. Similar experiments on_ the 
mucous membrane of the lips showed that benzocaine 


and nupercaine had a marked analgesic action on a 
normal surface. ‘* Histadyl ” (thenylpyramine chloride) 
and “ thephorin”’ (phenindamine), similarly tested on 
the lips, had no effect, and it is suggested that itching 
and pain involve different sensory mechanisms. [Cf. 
Abstract 1342—EpiTor.] V. J. Woolley 


1347. Comparative Studies of the Oral Activity of 
Tinctures of Digitalis purpurea and Digitalis lanata. 
(Vergleichende Untersuchungen iiber die Perorale 
Wirksamkeit von Digitalis purpurea- und __lanata- 
Tinkturen) 

A. LINDNER and I. ROMER. Archives Internationales de 
Pharmacodynamie et de Thérapie [Arch. int. Pharmacodyn.] 
85, 306-320, Feb., 1951. 1 fig., 12 refs. 


Guinea-pigs were given ten times the intravenous lethal 
dose of tincture of either Digitalis purpurea or D. lanata. 
Observations were made of the average amount of 
diluted standard digitalis tincture (D. purpurea) given by 
slow intravenous injection required to kill groups of 
animals at varying intervals afterwards. This method 
allows an estimate to be made of the amount of active 
material absorbed from the oral dose of tincture after 
varying time intervals. The end-point of cardiac arrest 
was determined by electrocardiography (ECG). 

The two tinctures were made equally potent by com- 
parison with standard Digitalis purpurea powder. All 
animals survived the oral dose of Digitalis lanata tincture, 
but the equipotent dose of Digitalis purpurea tincture 
caused death in 12 to 15 hours; no vomiting occurred. 
The complementary intravenous dose of digitalis required 
by animals given D. /anata tincture orally was minimal 
3 to 6 hours later, and subsequently increased again. In 
animals given D. purpurea tincture the complementary 
intravenous dose decreased progressively up to the time 
of death. 

Conclusions from these observations were supported by 
ECG records from other guinea-pigs. Nine hours after 
D. lanata tincture the ECG was again normal; after 
D. purpurea tincture the ECG alterations due to digitalis 
persisted. Derek R. Wood 


1348. Studies on the Anticoagulant Action of Heparin 


N. APPLEZWEIG, N. WALD, J. VorzimerR, and L. N. | 


SUSSMAN. American Journal of Pathology [Amer. J. 
Path.}| 20, 1110-1116, Dec., 1950. 1 fig., 15 refs. 


The assay of heparin in vivo has proved difficult, as 
results have not hitherto been reproducible. Anti- 
coagulant potency is most easily related to the clotting 
time, but since this may be influenced by various factors 
difficult to control, a method based on measurement of 
percentage clot formation in recalcified plasma is to be 
preferred, and this permits the estimation of small heparin 
concentrations with a 10°{ accuracy. Impurities in 
the heparin, however, render the method slow and in- 
accurate. 

Both thrombin and prothrombin activities are in- 
fluenced by heparin, and thromboplastic, activity is 
reduced indirectly through the prothrombin. The most 
sensitive interaction so far demonstrated in the clotting 
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mechanism is this thromboplastic action, the slightest 
interference with which is reflected in the throm- 
bin formation. The addition of heparin to the thrombo- 
plastin causes a linear increase in the prothrombin time, 
so that a standard curve may be obtained by plotting this 
time against known additions of standard heparin. The 
procedure is based on the single-stage prothrombin 
estimation, details of which are given. Assays of 
heparin in blood take about 30 minutes to perform; 
results under various conditions are set out in a graph 
and 3 tables. The effects of dilution, destruction of 
accelerator substances, and incubation were examined. 
Blood failed to inactivate heparin after 48 hours’ incuba- 
tion in vitro—a finding at variance with Overman’s 
observations in vivo. The disappearance of heparin 
from blood in vivo may be explained by the resynthesis 
of «-thromboprotein, which cannot take place in vitro. 
H. Payling Wright 


1349. The Effect of Banthine on the Central Nervous 
System 

L. M. AsHeR and S. COHEN. Gastroenterology 
[Gastroenterology] 17, 178-183, Feb., 1951. 9 refs. 


* Banthine (£-diethylaminoethylxanthene-9-carboxy- 
late methobromide) has been used in treating peptic 
ulcer, colonic spasm, and other conditions in which 
parasympathetic overactivity is present. It acts in a 
similar manner to atropine and, like atropine, has side- 
effects in high dosage. The investigations detailed in 
this paper were made to determine the effects of banthine 
on the brain. Clinical and electroencephalographic 
studies failed to demonstrate any pharmacological action 
on the central nervous system, and it is concluded that 
the 5 patients (out of 50 receiving banthine) who showed 
subjective symptoms suggesting a central effect were 
persons of unstable emotional make-up. 

R. S. Handley 
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1350. Experimental Studies on the Influence of Hyaluro- 
nidase on the Effect of Neoarsphenamine on the Tissues. 
(Experimentelle Studien tiber den Einfluss von Hyaluro- 
nidase auf den Salvarsan-Gewebseffekt) 

H. FripericH and G. W. Kortinc. Archiv fiir 
Dermatologie und Syphilis {[Arch. Derm. Syph., Wien] 
192, 454-467, 1951. 8 figs., 45 refs. 


The authors describe a series of experiments carried 
out at the skin clinic of the University of Tiibingen, in 
which neoarsphenamine was given in full and half 
dosage, with and without the addition of hyaluronidase, 
to comparable groups of white mice and white rats. 
The results are presented in the form of a table; the 
histological findings in the livers of the animals are dis- 
cussed in detail and illustrated by photomicrographs. 

Hyperaemia and haemorrhage of the parenchymatous 
abdominal organs was less marked in those animals 
which had received neoarsphenamine intravenously than 
in those which had received it subcutaneously, with or 
without the addition of hyaluronidase. The injection 


of hyaluronidase alone produced no adverse effects. In 
the mouse series the cytoplasm changes were more promi- 
nent than the nuclear changes in the group without 
hyaluronidase, and the nuclear changes were more notice- 
able in the group which received hyaluronidase. The 
rats showed uniform changes in both groups. The 
longest survival rate was encountered in the group of 
mice which received half dosage of neoarsphenamine with 
hyaluronidase. This group also showed the most 
marked parenchymatous changes. If subcutaneous 
administration of neoarsphenamine to human beings 
should be considered, for instance to patients with poor 
veins, the increased danger to certain organs from the use 
of hyaluronidase would have to be kept in mind. 
Ferdinand Hillman 


1351. Trisethyleneimino-s-triazine in Human Malignant 
Disease: a Preliminary Trial 

E. PATERSON and J. BOLAND. British Journal of Cancer 
[Brit. J. Cancer| 5, 28-37, March, 1951. 6 figs., 4 refs. 


In the search for therapeutic reagents chemically 
related to the nitrogen mustards, the water-soluble 
trisethyleneimino-s-triazine (“*9500°°) has been shown 
to possess cytotoxic and tumour-inhibitory activity. 
The authors have studied its effects on cells grown in 
vitro, on mouse leukaemia, and on tumours in rodents: 
they also give a preliminary report of its action on 17 
patients suffering from leukaemia, polycythaemia vera, 
lymphadenoma, multiple myeloma, and three different 
types of carcinoma. 

The drug had a direct action on chick fibroblasts 
grown in vitro, producing a reduction in the number of 
mitoses which increased with the concentration applied, 
and at the level of 60 mg. per litre lowered the initial 
rate to less than one-half of that of control cultures. 

Mice of the Afb strain into which leukaemic cells of 
monocytic type from a spontaneously occurring case 
had been injected intraperitoneally were treated twice 
daily with 5-ug. doses of **9500°° for 5 days. In one 
experiment survival time was lengthened over several 
months; but when cells from a different mouse with 
lymphocytic leukaemia were used the survival time was 
lengthened by only a few days. 

Of 10 rats inoculated with a rat lymphosarcoma, 8 
carried large tumours after 20 days; in a similar group 
treated, 24 hours: after tumour transplantation, with 
0-5 mg. of “* 9500”" over 5 days, only 3 rats developed 
large tumours, and no tumours appeared in 5 rats. But 
the drug had no significant effect on a transplanted mouse 
mammary adenocarcinoma. 

The cases in human beings were unfavourable for other 
forms of treatment and were given the drug intravenously 
in doses of 0-09 to 0:22 mg. per kg. over a period 
of 3 days. A total dose of 0-15 to 0-18 mg. per kg. 
produced no serious toxic effects on the bone marrow. 
No local effects were produced at the site of injection, 
but half the patients had anorexia or nausea, generally 
very slight, with vomiting in one case when the highest 
dose of 0-22 mg. per kg. was administered. The cases 
are described individually in detail, with graphs iliustrating 
changes in the percentage of leucocytes and primitive 
blood cells and in the level of haemoglobin. 
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The drug did not prove superior to the nitrogen 
mustards or suitable irradiation treatment. Its fairly 
immediate effects in cases of leukaemia, polycythaemia, 
and Hodgkin’s disease were about equal to those of other 
tested agents. The fall in the percentage of leucocytes 
was most evident after 2 to 3 weeks, but there were many 
individual variations in response. The long-term effects 
have not yet been studied. 

The authors suggest that an extended clinical trial of 
** 9500” is justified, since the undesirable effects of the 
nitrogen mustards were absent and the drug was active 
when given orally. H. G. Crabtree 


1352. Diasone and Promin as Therapeutic Agents in 
Experimental Toxoplasmosis 

J. B. Cross. Proceedings of the Society for Experimental 
Biology and Medicine [Proc. Soc. exp. Biol., N.Y.] 76, 
548-551, March, 1951. 16 refs. 


Sulphapyridine and sulphathiazole, still accepted as 
remedies for human toxoplasmosis, do not eradicate the 
carrier state or prevent a fatal relapse in mice. In 
seeking more effective drugs, the author worked on the 
hypothesis that toxoplasmosis, being essentially a disease 
of the reticulo-endothelial system, might respond to 
drugs, such as the sulphones, which have been shown 
to be beneficial in leprosy, a disease with a similar 
predilection. 

A number of white mice were infected with a rapidly 
fatal strain of Toxoplasma. ‘‘ Promin’’ was given sub- 
cutaneously (40 mg. in 0-4 ml.) 6 times a week with 
a resting week after each 2 weeks of treatment, a course 
consisting of 4 to 6 weeks of injections with 4 to 5 
** boosters ’’ given midway in the resting week. Alter- 
natively, the mice were treated with “* diasone’’ (0-5% 
in the diet) for 6 weeks. 

It was found that diasone protected mice even when 
therapy was delayed. Promin and diasone suppressed 
the symptoms and eliminated the carrier state; symptom- 
less mice treated with promin survived for over a year; 
diasone, while less toxic, is more potent, since it protected 
mice when the therapy was delayed for one-third of the 
survival time of simultaneously infected untreated mice. 

J. W. Czekalowsk? 


1353. The Chemotherapy of Human Virus Infections 
G. M. FinpLay. Journal of Pharmacy and Pharmacology 
[J. Pharm. Pharmacol.] 3, 193-214, April, 1951. Biblio- 
graphy. 


1354. A New Chemotherapeutic Substance Active against 
the Tubercle Bacillus. (Uber ein neues Tuberkel- 
bakterien abt6tendes Mittel) 

M. RoLie and W. HAUSMANN. Miinchener Medizinische 
Wochenschrift [Miinch. med. Wschr.] 93, 1101-1106, 
June 1, 1951. 


The tuberculostatic properties of various coniferous 
oils were investigated. There were 4 preparations—one 
French oil called ** phagogéne ’’, two German oils, and 
one Swedish oil. The activity of these substances against 
the tubercle bacillus was tested both in vitro and in vivo. 
In vitro the oils exerted a very rapid inhibitory effect on 


the growth of the bacillus within 10 minutes. While 
the oils themselves had an action on other bacteria 
besides Mycobacterium tuberculosis, the volatile fraction 
had a selective action on the tuberculosis organism only. 
A few guinea-pigs were infected intramuscularly and the 
site of infection was treated twice daily locally with pads 
soaked in 1-5 ml. of oil for 7 days. Nine treated animals 
died after 17 to 38 days showing no tuberculous infection 
in the organs, whereas 3 control animals showed a 
generalized tuberculous infection. The authors state 
that the oil can be used for the disinfection of rooms 
and bedclothes. [The experimental evidence is not very 
convincing. ] R. Wien 


1355. Chemotherapeutic Effects of p-Hydrazinophenyl- 
sulfonamide Hydrochloride on Experimental Tuberculosis 
in Guinea Pigs 

Y. TAKEDA, M. OKANO, and Y. MAEJIMA. Japanese 
Journal of Experimental Medicine [Jap. J. exp. Med.] 20, 
673-681, Sept., 1950. 6 refs. 


The toxicity of p-hydrazinophenylsulphonamide is 
about one-third of that of phenylhydrazine, as shown by 
its effect on the erythrocyte count and haemoglobin 
level of guinea-pigs. Guinea-pigs were given sub- 
cutaneous injections of 5 and 7 mg. of the drug the first 
week, 10 and 12 mg. the second week, and so on, in- 
creasing the dose by 5 mg. weekly for 10 weeks. The 
total dose was 814 mg. The tuberculous changes were 
less marked than in controls and the degree of anaemia in 
treated animals was very slight. G. M. Findlay 


1356. On the Effect of Antibiotic Produced by Strepto- 
myces H-227 in Experimental Tuberculosis in Guinea Pigs 
S. Hosoya, M. Soepa, N. Komatsu, K. OKADA, Y. 
SONADA, and R. Aral. Japanese Journal of Experimental 
Medicine (Jap. J. exp. Med.] 20, 771-777, Dec., 1950. 
5 refs. 


A Streptomyces species, H-277, produces 4 antibiotic 
substances of a streptothricin-like type. The antibiotic 
called H-277A is less toxic than the others: it is said to 
contain glucosamine and two ninhydrin-positive crystalline 
substances. Jn vitro, H-277A is very active in inhibiting 
the growth of tubercle bacilli. 

Guinea-pigs were treated daily with 1 mg. of H-277A 
or 2-5 mg. of the purified non-toxic product, beginning 
14 days after inoculation. These animals and untreated 
controls were killed 63 to 227 days later. The treated 
guinea-pigs showed minimal lesions. G. M. Findlay 


1357. An Antibiotic which Inhibits Corynebacterium 
diphtheriae Produced by the S Form of Streptomyces 
thermophilus 

R. ScHONE. Antiobiotics and Chemotherapy [Antibiot. 
and Chemother.| 1, 176-180, June, 1951. 4 figs. 


A strain of Streptomyces thermophilus, isolated in 
Norway from soil at 60° C., is described: it produces an 
antibiotic substance with an inhibiting effect on Coryne- 
bacterium diphtheriae. It is only the S type of this 
organism which produces the antibiotic, the R_ type 
being only very slightly active. The S and R forms of 
Str. thermophilus are described. G. M. Findlay 
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1358. The Effect of Gramicidin S on Bacterial Morphology 
and Physiology. IV. The Effect of Gramicidin S on the 
Haemolytic Activity of Staphylococci and Bacillus 
subtilis, (Bnusnue c Ha mopdono- 
C Ha PyHKUMW CTapu- 
NOKOKKOB H KapTO enbHOH ManoyuKH) 

M. V. Krupin. Muxpo6uonorusa [Mikrobiologiya] 20, 
122-125, March-April, 1951. 


An investigation has been made into the effect of 
gramicidin S upon the haemolysins of 6 strains of 
Bacillus subtilis and 7 strains of haemolytic staphy- 
lococci. The organisms were grown on peptone agar 
containing 5°% of defibrinated blood and gramicidin § in 
concentrations ranging from 6 to 100 jg. per ml.; con- 
trol plates without gramicidin were also prepared. The 
growth of B. subtilis was suppressed only at the 
highest concentration, but the formation of haemolysin 
was largely inhibited. After 24 hours’ incubation no 
haemolysis was observed with media containing more than 
6 yg. of gramicidin per ml. The effect of the antibiotic 
upon haemolysin production is thus independent of its 
effect upon growth. When staphylococci were grown in 
the same conditions inhibition of haemolysis was ob- 
served only occasionally; slight activity was seen after 
24 hours’ incubation in the presence of 25 jg: per ml., 
but this disappeared after incubation for 48 hours. 
Both organisms were also grown in media containing 
gramicidin S in sub-bacteriostatic concentrations. The 
same strains of staphylococci and two strains of B. 
subtilis were used, and samples were removed at 
intervals and tested for the production of haemolysin. 
The haemolytic activity of B. subtilis still remained 
after 3 days’ exposure to gramicidin, but disappeared 
after 4 days, whereas 6 of the 7 strains of staphylococci 
still produced haemolysin after exposure for 7 days. 
The results suggest that the haemolysins of the two 
organisms are of a different nature. D. J. Bauer 


1359. Inhibition of Adaptive Enzyme Formation by 
Antimicrobial Agents 

F. E. HAHN and C. L. WisseMAn. Proceedings of the 
Society for Experimental Biology and Medicine [Proc. 
Soc. exp. Biol., N. Y.]'76, 533-535, March, 1951. 2 figs., 
10 refs. 


The experiments described in this article show that the 
formation of certain adaptive enzymes is inhibited by 
some antibacterial substances which interfere with the 
multiplication of Bacterium coli. The suspensions of 
Bact. coli in these experiments were grown in the presence 
of different substrates (glucose, lactose, maltose, ara- 
binose, or acetate), thus acquiring _the appropriate 
specific adaptive enzyme. The cells prepared in this 
way were examined, after washing, for oxygen consump- 
tion in the presence of either specific or non-specific 
Substrate; for the latter, alternative cells grown in the 
presence of glucose were used. 

The distinction between the inhibition of adaptive- 
enzyme formation and interference with the activity of 
the already existing enzymes involved in the oxidation 
of the substrate was demonstrated in the following 


manner: (a) when the substrate added (for example, 
lactose) was the one in the presence of which the cells 
were previously cultivated, the addition of chloram- 
phenicol (50 jg. per ml.) did not inhibit the oxidation pf 
the specific substrate; (5) if, however, the glucose- 
grown cells were in process of adaptation to non-speci 

substrate (for example, lactose), the exponential icra 


in the rate of oxidation was rapidly arrested on the ad 
tion of chloramphenicol. Oxygen consumption became 
a linear function in relation to time, and the slope of 
the plotted curves was about proportional to the amount 
of adaptive enzyme present at the time of the addition of 
chloramphenicol. 

The conclusion is that chloramphenicol inhibits the 
formation of additional adaptive enzyme, even though 
the adaptive process had already begun before its addition, 
and that it does not inhibit the action of the adaptive 
enzyme already formed. 

L(+)-Chloramphenicol, an optical isomer which is 
devoid of antibiotic activity, did not produce the effects 
described above. An escape from inhibition by a low 
concentration (5 jg. per ml.) of drug took place after 
about 2 hours, and was correlated with the reduction of 
chloramphenicol to a biologically inactive amine. The 
chloramphenicol-treated organisms, after washing, were 
capable of the formation of adaptive enzyme. Similar 
results to those produced by 50 yg. per ml. of chloram- 
phenicol were obtained with aureomycin (20 jug. per ml.), 
“‘nitroacridine 3582” (50 yg. per ml.), and terramycin 
(20 xg. per ml.), but penicillin (700 jg. per ml.) failed 
to influence this phenomenon. 


J. W. Czekalowski 


1360. Nonspecific Inhibition by Serum and Urine in the 
Microbiologic Assay of Antibiotics 

R. B. GerstuNG. Journal of Laboratory and Clinical 
Medicine [J. Lab. clin. Med.) 37, 575-578, April, 1951. 
8 refs. 


1361. Chronic Non-tuberculous Abscess at Site of 
Penicillin Injections 

J. FietpInG and A. Norris. Lancet [Lancet] 1, 556-558, 
March 10, 1951. 2 figs., 11 refs. 


Between November, 1949, and February, 1950, the 
authors encountered 66 abscesses in 29 patients who were 
treated with penicillin in Paddington Hospital, London. 
All the abscesses were found to be sterile on routine 
examination. 

Of 21 adult patients, 20 were female and 1 male; of 
7 children under the age of 12 years, 4 were 2 years old 
or less. The abscesses were palpable in the subcutaneous 
fat of the buttocks and thighs and varied in diameter 
from 1 to 3 inches (2:5 to 7:5’cm.). No truly intra- 
muscular abscesses were seen; nor was inguinal lymph- 
adenitis. The presenting symptom was tenderness on 
pressure, but there was no spontaneous pain or local 
hyperaemia. The course of development and resolution 
of the abscesses varied from 1 to 6 months. 

In 63 cases the abscess developed after a course of 
4 to 48 injections of aqueous yellow sodium penicillin. In 
60 cases the dose per injection was 200,000 to 300,000 
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units, and in 3 cases 100,000 units, in 1 ml. of distilled 
water. Three patients received procaine penicillin 
(300,000 units per injection). 

Pus removed from 20 abscesses in 15 patients proved 
sterile on routine examination. In no case were tubercle 
bacilli demonstrated in direct smears, by culture, or 
by guinea-pig inoculation (6 cases). A_ penicillin- 
resistant Staphylococcus aureus was found in one patient. 

Of the 7 children, 2 gave a positive reaction to | in 
1,000 old tuberculin, but radiography of chest and 
abdomen in one of the cases revealed no lesions; in 5 
of these children the abscesses were clearly non-tuber- 
culous. All these children were tested intradermally for 
penicillin sensitivity with negative results. 

The histological appearances of the abscesses resembled 
those of a foreign-body granulomatous inflammation and 
** suggested that an irritant was the common cause of the 
abscesses 

The authors investigated the sources of the penicillin 
employed and concluded that the incidence of abscess 
formation varied with different batches of the antibiotic. 
The relation between tuberculous and non-tuberculous 
abscesses at the site of injection is considered, and the 
suggestion is made that local tissue damage caused by 
large doses of yellow penicillin may be a factor in pro- 
moting the growth of endogenous or exogenous tubercle 
bacilli. E. R. Cole 


1362. Idiosyncrasy to Aureomycin 
P. D. Beprorp. British Medical Journal (Brit. med. J.] 
1, 1428-1429, June 23, 1951. 8 refs. 


In this article is described a reaction to aureomycin so 
severe that further administration was absolutely pre- 
cluded, and which in an elderly or enfeebled individual 
might well have been catastrophic. The patient did not 
give a personal or family history of allergic disorders, but 
had shown idiosyncrasy to aspirin and penicillin. Treat- 
ment with 1,500,000 units of penicillin 4 weeks previously 
had resulted, despite the administration of a heavy 
**umbrella*’ of antihistaminics, in dermatitis of the 
hands and feet terminating in heavy exfoliation. 

Ten minutes after the administration of 1 g. of aureo- 
mycin by mouth for acute bronchitis the patient noticed 
itching between the outer toes of both feet and in the 
groins; these sites had been infected with ringworm 
some years previously. Inspiratory and expiratory 
dyspnoea accompanied by stridor and cyanosis developed 
2 or 3 minutes later. Apnoea for 1 minute followed, and 
ended with a‘ crowing indrawing of breath. This 
was succeeded by a severe and typical asthmatic attack 
which lasted for 2 hours. Oedema of the scrotum, 
hands, feet, and face reached a maximum about 2 hours 
later, and slowly subsided after 36 hours. 

Skin tests for aureomycin, other antibiotics, vitamin 
Bi2, and trichophytin (a growth product of common 
pathogenic fungi) were strongly positive, while control 
tests with house dust, etc., were negative. The author 
discusses the possibility of penicillin and aureomycin 
having common antigenic properties and the significance 
of the patient’s first symptom being pruritus at the site 
of a previous fungal infection. R. Hodgkinson 


1363. Antacids and Aureomycin 

R. GREENSPAN, H. MACLEAN, A. MILZER, and H, 
NECHELES. American Journal of Digestive Diseases 
[Amer. J. digest. Dis.) 18, 35-37, Jan., 1951. 1 fig,, 
11 refs. 


The antacid sodium carboxymethylcellulose (‘* carme- 
those ’’) was found to relieve the gastro-intestinal effects 
of aureomycin; its action on aureomycin absorption was 
subsequently studied by the authors at the Michael 
Reese Hospital, Chicago. The blood levels obtained in 
10 normal adults 5 to 6 hours after giving 750 or 1,000 mg. 
of aureomycin were not significantly altered when 30 ml. 
of carmethose was administered 15 minutes before 
the aureomycin. When aluminium hydroxide gel 
(“* amphojel ’’) was substituted for carmethose, a reduced 
level was found in every instance. Carmethose given 
before each dose did not lower the blood level in 2 
subjects receiving 500 mg. of aureomycin every 6 hours. 

The presence of carmethose did not increase the pro- 
portion of aureomycin in solution destroyed during 
incubation for 5 hours at 37° C. (98-6 F.). Amphojel, 
under similar conditions, adsorbed the remaining aureo- 
mycin, only minute quantities of which remained in 
solution (as was shown by centrifuging and assaying the 
concentration in the supernatant). These differences in 
behaviour are attributed to the fact that amphojel is an 
adsorbent and carmethose an ion-exchange buffer. 

H. McC. Giles 


1364. The Tuberculostatic Activity of Terramycin 

G. L. Hossy, T. F. LeENert, M. DONIKIAN, and D. 
PIKULA. American Review of Tuberculosis [Amer. Rey. 
Tuberc.] 63, 434-440, April, 1951. 21 refs. 


Terramycin inhibits the growth of both streptomycin- 
sensitive and streptomycin-resistant strains of tubercle 
bacilli, both in vivo and in vitro. Resistance to terramycin 
develops at a very slow rate. Kenneth Marsh 


1365. Neomycin Therapy. Its Use in Virus Pneumonia, 
Tuberculosis and Diseases caused by Gram-negative 
Bacteria 

E. R. Kapison, I. F. Voutnt, S. J. HorFMAN, and O. 
FELSENFELD. Journai of the American Medical Associa- 
tion [J. Amer. med. Ass.] 145, 1307-1312, April 28, 1951. 
7 figs., 5 refs. 


Neomycin is an antibiotic isolated from a species of 
Streptomyces. It has a wide antibacterial spectrum and 
is potent in tests in vitro. The authors report on the 
treatment of 31 patients suffering from “ virus pneu- 
monia’’, tuberculosis, or infections with various Gram- 
negative bacteria. Of 3 patients with brucellosis 1 
responded dramatically; 2 patients with Shigella 
infection and 3 with Salmonella infection responded well 
to treatment; of 10 cases of urinary infection with 
Bacterium coli, Aerobacter, and Pseudomonas, 8 cleared 
up, 1 died of diabetes, and 1 proved to be due to a resis- 
tant infection with Proteus morgani. Rapid healing of an 
atypical virus pneumonia is also described. Of 7 patients 
with extrapulmonary tuberculosis, 3 with streptomycin- 
resistant strains, all showed good results with no evidence 
of toxicity. However, neomycin failed to benefit 
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advanced phthisis or meningitis of tuberculous origin. 


‘ Neomycin was injected intramuscularly three to five 


times a day (to give a total daily dose of about 1,000 
to 5,000 units per kg.) as a watery solution of the 
sulphate. The injections proved painful if the concentra- 
tion of drug rose above 20,000 units per ml. One patient 
became deaf, 2 became hard of hearing, and 3 showed 
evidence of minor renal damage. 

James D. P. Graham 


1366. Nocardamin, a New Antibiotic from a Species of 
Nocardia. (Nocardamin, ein neues Antibioticum aus 
einer Nocardia-Art) 

A. Stott, A. Brack, and J. RENZ. Schweizerische 
Zeitschrift fiir Allgemeine Pathologie und Bakteriologie 
[Schweiz. Z. allg. Path.) 14, 225-233, 1951. 1 fig., 
21 refs. 


From the culture fluid of a Nocardia sp. the authors 
isolated an antibiotic which appears to be quite distinct 
from those obtained from other Nocardia spp. It 
has been isolated in crystalline form and its chemical 
constitution is considered to be CoH ;403N2. It is 
inactive against Gram-positive and Gram-negative cocci, 
as well as against Gram-negative bacilli, even in a dilution 
of 1 in 1,000. It is, however, actively bacteriostatic 
against strains of human, bovine, and avian tubercle 
bacilli, as well as against Mycobacterium phlei and Myco. 
smegmatis, in vitro in dilutions varying from 1 in 1,600 
to 1 in 64,000. G. M. Findlay 


TOXICOLOGY 


1367. The Value and Mode of Action of Sodium Tetra- 

thionate as an Antidote in Cyanide Poisoning. (La valeur 

et le mécanisme de l’action antidote du tétrathionate de 

sodium dans l’intoxication cyanhydrique) 

L. Binet, G. WeEtiers, and J. Dusrisay. Presse 

oe [Pr. méd.] 59. 641-643, May 12, 1951. 2 figs., 
refs. 


In cyanide poisoning many sulphur-containing sub- 
stances have a remedial effect, and it is known that 
cyanides are eliminated by the body in the form of thio- 
sulphates. Among the substances whose detoxicating 
effect has been investigated are colloidal sulphur, cystine 
and cysteine, reduced glutathione, and sodium hypo- 
sulphite. The authors consider that materials with an 
oxidized component are more effective than those con- 
taining reduced sulphur. With these considerations in 
mind they directed special attention to sodium tetra- 
thionate. All experiments were made with adult rats, 
and the minimum lethal dose (MLD) was determined; 
this was found to be 15 mg. per kg. of body weight and 
caused death in from 10 to 45 minutes. 

In assaying the antidote, varying amounts of cyanide 
were given subcutaneously and the tetrathionate was 
always injected intraperitoneally at the moment when the 
animal lay on its side and made no further movement; 
this preceded the stage of convulsions. In from 1 to 
5 minutes after administration the animals got up and in 
a few moments behaved normally. This happened when 


1 or 2 MLD had been given, was less dramatic after 
3, and usually failed after 4 MLD when, even if 
twice the amount of antidote was given, two-thirds of 
the rats died. The antitoxic action of the tetrathionate 
is not strictly proportional to the amount given, and this 
seems to invalidate the theory of a direct action on the 
eyanide in vivo. 

Experiments showed that hyposulphite was no more 
effective in cyanide poisoning, weight for weight, than the 
tetrathionate. In fact when four times the MLD 
was given the latter remedy was more effective, since one- 
third of the animals survived, but hyposulphite did not 
save any. When amounts of cyanide less than 4 MLD 
were used, recovery with tetrathionate was more marked 
and rapid than when hyposulphite was used. 

It occurred to the authors that the action of tetra- 
thionate differed fundamentally from that of hyposul- 
phite and might be exercised through the intermediary 
of glutathione, which it reduces in vivo. Cyanide also 
acts on it in vitro, and the higher the amount of oxidized 
glutathione in the tissues, the better can the animals 
tolerate cyanide poisoning. But this tolerance to the 
poison must depend on the amount of glutathione 
available, and this explains the inability to tolerate more 
than thrice the fatal dose. Attempts were made to 
investigate this hypothesis. Tetrathionate was given 
intraperitoneally before cyanide was injected sub- 
cutaneously; the protective value of the former was 
greatest when from 15 to 20 minutes elapsed between the 
injections. Most of the animals, including those which 
recovered, showed no sign of disturbance for the first 5 
minutes, but were nevertheless distressed for 10 minutes 
subsequently. 

It was found that the state of oxidation of gluta- 
thione varied from time to time, a rise being followed 
by a fall and then by a further rise. This explains the 
phenomena described, for the concentration of cyanide 
also has variations: hence the intervals between the 
appearance of the various symptoms of poisoning. 

Further experiments supported the general thesis that 
there is a first stage, 5 to 10 minutes after the injection of 
tetrathionate, in which glutathione is oxidized by the 
former and acts on the cyanide in the blood. Inasecond 
stage these changes take place:in the tissues and principal 
organs, such as the liver, kidneys, and muscles. 

G. C. Pether 


1368. Potassium Bromate Poisoning 
W. A. PARKER and J. R. BARR. British Medical Journal 
[Brit. med. J.] 1, 1363-1364, June 16, 1951. 5 refs. 


Potassium bromate is used as a neutralizer in home 
permanent-wave outfits. Although poisoning due to 
this substance has been recorded only twice, similar 
cases may be expected in view of the popularity of these 
permanent-wave outfits. No bromide or bromine is 
liberated from potassium bromate on incubation with 
normal gastric juice at 38°C. for 3 days. Previous 
workers have described among the toxic effects of bro- 
mates vomiting, diarrhoea, depression of the nervous 
system (particularly the respiratory centre), and gross 
tubular degeneration of the kidneys. 
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A 3-year-old boy drank a quarter of the clear fluid 
contained in a milk-bottle, which contained 4 oz. (14-2 g.) 
of potassium bromate dissolved in 1 pint (570 ml.) of 
water. One hour later he complained of nausea, vomited 
several times, passed 2 fluid stools, and had much ab- 
dominal discomfort. Retching started later followed 
by haematemesis estimated at “half a cupful’’. Six 
hours after swallowing the fluid he was admitted to 
hospital unconscious, pale, and flaccid. The pupils 
reacted to light but the tendon reflexes were absent, the 
pulse was 100 and the blood pressure 85/45 mm. Hg. 
Eyeball tension was diminished and the tongue was dry, 
although the skin was moist. The respirations were 30 
per minute, shallow, and the breath smelt of acetone. 
The axillary temperature was 97° F. (36-1° C.). 

Gastric lavage was performed and 30 oz. (850 ml.) of 
5% dextrose given by intravenous drip. Two hours 
later the pulse was 160 and the blood pressure 
110/65 mm. Hg (normal pulse and blood pressure at 
this age are 105 and 80/60 mm. respectively). Con- 
sciousness was regained 3 hours after admission. Inter- 
mittent vomiting occurred in the next 3 days. The child 
was irritable, pale, and motionless. Anuria was present 
for 24 hours, increasing amounts of urine being passed 
in the next 2 days. Albumin was present in the urine 
for 7 days—at first 6 g. per litre. No other abnormal 
constituents were present except acetone on the second 
day. The child took an active interest in his surround- 
ings on the seventh day, convalescence was uneventful, 
and review at intervals during the next month revealed 
no abnormality, though the mother said he was fretful 
and irritable. R. Hodgkinson 


1369. Cyanosis in Infancy from Nitrates in Drinking- 
water 

M. C. EwinGc and R. M. Mayon-Wuite. Lancet 
[Lancet] 1, 931-934, April 28, 1951. 18 refs. 


Twocases of methaemoglobinaemia are described ; both 
were in young babies whose feeds were made up with 
water from shallow wells. Analysis of the water in each 
case showed heavy pollution and a high concentration 
of nitrates. One child died in the ambulance before 
reaching hospital, but the other was cured by an ex- 
change transfusion of 350 ml. of packed cells. Young 
infants have achlorhydria and coliform organisms in 
the upper part of the intestinal tract. Nitrates in 
drinking-water are reduced by these organisms to 
nitrites; the nitrite is absorbed and oxidizes haemo- 
globin to methaemoglobin. 

The current literature from North America and the 
Netherlands is discussed. The intravenous injection of 
methylene blue, | or 2 mg. per kg. of body weight, is 
considered to be the treatment of choice. 

Geoffrey McComas 


1370.. Acetylsalicylic Acid Intoxication. A Proposed 
Method of Treatment 

P. D. DooLan, W. P. Watsu, L. H. and H. 
WISHINSKY. Journal of the American Medical Associa- 
tion [J. Amer. med. Ass.| 146, 105-106, May 12, 1951. 
15 refs. 


1371. Ammonium Chloride Acidosis. A Report of 
Six Cases 

M. H. SLEISENGER and A. S. FREEDBERG. Circulation 
[Circulation] 3, 837-845, June, 1951. 4 figs., 31 refs. 


Details are given of 6 patients—5 with congestive 
cardiac failure and intrinsic renal damage and 1 with 
subacute nephritis—who developed a severe acidosis 
after ingestion of 6 to 8 g. of ammonium chloride for 
7 to 45 days. In normal persons and in patients with 
congestive failure whose renal function is adequate, 
acidosis is prevented largely by compensatory mechanisms 
in the kidneys. If renal damage is present the kidneys 
are unable to excrete a highly acid urine or to produce 
ammonia, with consequent loss of base. Symptoms are 
similar to those of other forms of acidosis—anorexia, 
nausea, lassitude, and vomiting, followed by stupor and 
Kussmaul respiration—and recovery occurs after giving 
sodium bicarbonate by mouth or fluids and lactate 
intravenously. The mechanism in these patients differs 
from that of the * low-salt syndrome’ associated with 
the use of mercurial diuretics. The differentiation of 
renal disease from the functional renal changes in con- 
gestive failure should be obvious, and as acidosis in such 
patients may prove fatal, it is suggested that the use of 
ammonium chloride should be restricted to 3 days a 
week. A. Paton 


1372. Myocardial, Hepatic and Renal Damage resulting 
from para-Aminobenzoic Acid Therapy. Observations in 
Human Cases and Experimental Animals 
A. H. CruIcKSHANK and G. W. Bulletin of 
the Johns Hopkins Hospital |Bull. Johns Hopk. Hosp.) 88, 
211-229, March, 1951. 7 figs., 20 refs. 


para-Aminobenzoic acid (PABA) has been used with 
encouraging results in the treatment of rickettsial infec- 
tions in humans without any report of pathological 
changes being caused by the drug, though toxic effects 
have been noted in rats, mice, and dogs. Reports are 
here given of 2 cases in which the drug was given 
in maximum dosage with NaHCO; to combat rheu- 
matic fever, and | case of its use in an undiagnosed 
arthritis. After apparent clinical improvement, all 3 
children became worse and died. Necropsy revealed, in 
addition to rheumatic heart disease (2), marked deposits 
of fat in the myocardium and in the renal and hepatic 
epithelial cells in all 3 cases. Attempts to reproduce 
these fatty changes by administering dry PABA to rats 
and guinea-pigs failed, but when given by stomach tube 
with NaHCO; to rabbits in equivalent dosages to those 
used in the human cases, identical changes were found in 
the liver, kidney, and heart. A. Ackroyd 


1373. Epidemic of Aniline Methaemoglobinaemia in 
Newborn Babies 

B. E. Howartu. Lancet [Lancet] 1, 934-935, April 28, 
1951. 4 refs. 


Within a 12-hour period 23 babies in one hospital 
had become blue. The cyanosis failed to respond to 
oxygen therapy and was not accompanied by other 
untoward signs and symptoms. The cause of the 


cyanosis was the use of new napkins, recently marked 
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with marking-ink, before they had been laundered. 
The marking-ink contained aniline black dissolved in 
aniline. Blood from the most severely affected babies 
showed methaemoglobin absorption bands on spectro- 
scopy. Intravenous methylene blue rapidly relieved the 
cyanosis in one group, while another group treated with 
ascorbic acid, and a control untreated group, recovered 
more slowly. Specimens of urine collected 24 hours 
after the outbreak contained p-amidophenol, a break- 
down product of aniline. Geoffrey McComas 


1374. The Effect of Tobacco on Lung-volume 

A. G. W. WuitrieLp, W. M. Arnott, and J. A. H. 
WATERHOUSE. Quarterly Journal of Medicine (Quart. 
J. Med.| 20, 141-147, April, 1951. 13 refs. 


This paper comes from the Departments of Medicine 
and Medical Statistics of the University of Birmingham. 
The authors determined the total lung volume and all its 
subdivisions in 58 healthy male subjects, and correlated 
the results with their present and past consumption of 
tobacco. There was a uniform tendency for the correla- 
tion coefficients of the vital capacity, complemental air, 
and reserve air to diminish and for the functional 
residual air and residual air to increase as smoking 
increased. The residual-air increases were statistically 
significant. There were also increases in the ratio of 
residual air to total lung volume. These changes were 
reversible, and ventilatory efficiency improved when the 
habit was given up. Effects were much more in evidence 
when recent tobacco consumption had been high. 
Smoking also produced a diminution in chest expansion. 

I. Ansell 


INDUSTRIAL TOXICOLOGY 


1375. Treatment of Lead Poisoning with Sodium 
Citrate. Report of Four Cases 

H.L. Harpy, R. C. Bishop, andC. C. MALoor. Archives 
of Industrial Hygiene and Occupational Medicine (Arch. 
industr. Hyg. occup. Med.| 3, 267-278, March, 1951. 
4 figs., 24 refs. 


An account is given of 3 patients suffering from acute 
and 1 from chronic lead poisoning who were treated with 
sodium citrate. The 3 patients with acute disease 
suffered from abdominal pain and diarrhoea, and in one 
instance jaundice. The patient with the chronic disease 
had complained of abdominal pain and weakness over 
a period of 2 years. The patients were treated with 
sodium citrate in doses of 1 g. four times daily for a 
week, at the end of which time their symptoms were 
relieved. In one case the renal excretion of lead was 
diminished, and in 2 others it was unaffected, the con- 
tinued excretion of lead and the slow increase in blood 
haemoglobin level being regarded as evidence of the 
Persistence of abnormal amounts of lead in these 
patients; in the other case there was evidence that sodium 
Citrate therapy hastened the excretion of lead. 

The authors conclude that adequate oral doses of 
sodium citrate will control the symptoms of lead poison- 
ing; they do not agree that sodium citrate increases 

M—2A 


lead excretion. Increased coproporphyrinuria was found 
in all 4 cases, and to explain this the authors suggest that 
lead may act as a block between protoporphyrin and 
iron and prevent their normal combination in the forma- 
tion of haemoglobin. It is possible that the neuritic 
pain, headache, encephalopathy, and colic present in 
plumbism may be explained by the coproporphyrins 
deposited in the tissues. It is suggested that the finding 
of coproporphyrinuria may be a valuable aid in the 
prevention and early diagnosis of lead poisoning. 
K. M. A. Perry 


1376. A Toxicological Study of Some Polypropylene 
(Polyoxypropylene) Glycols 

C. B. SHarer, C. P. CARPENTER, F. H. CRITCHFIELD, 
J. H. Nair, and F. R. FRANKE. Archives of Industrial 
Hygiene and Occupational Medicine [Arch. industr. Hyg. 
occup. Med.} 3, 448-453, May, 1951. 15 refs. 


Polypropylene glycols are used industrially as hydraulic- 
fluid bases and plasticizers. Chemically they are 
polymers of propylene oxide, which itself possesses little 


. pharmacological activity. On the other hand, the 


polypropylene glycols possess considerable pharmaco- 
logical activity, particularly in the lower molecular- 
weight ranges. 

Three polypropylene glycol mixtures were investigated, 
with average molecular weights of 425, 1025, and 2025. 


_ The acute toxicities (LD50) of these mixtures for rats 


were determined and were found to be, respectively, 
2-91 g., 2-15 g., and 9-76 g. per kg. when given by mouth; 
0-46 g., 0:23 g., and 4-47 g. per kg. when injected into 
the peritoneal cavity; 0-41 g., 0-12 g., and 0-71 g. per kg. 
when injected intravenously. Thus polypropylene glycol 
1025 proved to be the most toxic of the three, while 
additional determinations for dipropylene glycol showed 
that it was much less toxic than any of the polymeric 
mixtures. 

None of the mixtures showed any deleterious action on 
the skin or in the eyes of rabbits, and only polypropylene 
glycol 425 was absorbed through the skin in sufficient 
amount to produce toxic signs; inhalation experiments 
with rats showed that polypropylene glycol 425 was 
moderately toxic, while the other two mixtures were 
comparatively innocuous. 

The toxic manifestations after oral administration to 
rats included sluggishness, prostration, tremors, and con- 
vulsions. Intraperitoneal injection led to narcosis, 
frothing at the mouth, and tremors, while audible rales 
occurred before death. The findings after intravenous 
injection were similar, but, in addition, convulsions were 
caused by polypropylene glycols 1025 and 2025. The 
pathological findings were generally of congestion in the 
various organs, but the kidneys were ischaemic. 

The action of these polypropylene glycols on the heart 
was investigated, and only polypropylene glycol 425 was 
found to have any effect. The most notable change was 
the occurrence of ventricular ectopic beats. Finally, the 
effect of the polypropylene glycols on various isolated 
enzyme systems from brain tissue was investigated. All 
three mixtures exerted an inhibitory influence on the 
oxidative phase of glycolysis. W. K. S. Moore 
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1377. Cadmium Poisoning 

L. H. Correr and B. H. Cotrer. Archives of Industrial 
Hygiene and Occupational Medicine [Arch. industr. Hyg. 
occup. Med.) 3, 495-504, May, 1951. 2 refs. 


Acute cadmium poisoning is usually manifested by 
symptoms of respiratory irritation which are severe and 
often fatal. This paper describes the cases of 5 men, all 
of whom recovered after illnesses which were more or 
less mild, and indeed might not be recognized as cadmium 
poisoning. Short clinical histories are given, together 
with details of all the biochemical and haematological 
findings. 

All the men were exposed to cadmium fumes or dust, 
2 being metal-burners and 3 being engaged in mixing 
powders. The 2 metal-burners suffered an acute illness 
following a single instance of exposure to cadmium. 
The first developed severe headache and later coma, but 
recovered consciousness in a short time; his other symp- 
toms disappeared in 3 months. The cadmium content 
of the blood was 0-18 mg. per 100 g. initially, and fell 
to 0-12 mg. per 100 g. after 3 months, but rose again to 
0-14 mg. per 100 g. when the patient had a respiratory 
infection a year later. When this infection subsided, 
cadmium disappeared from the blood. Thesecond metal- 
burner developed headache, dizziness, weakness, and pain 
in the legs after encountering some plated metal in his 
work. Blood cadmium level was 0-12 mg. per 100 g., but 
after 5 months only a trace was found, and by this time 
his symptoms had subsided. 

The third case of cadmium poisoning occurred in 
a man who had worked with coloured powders for 3 
years, and had felt tired for some time. Both lead and 
cadmium were found in the blood and urine, but 6 months 
after he was removed from exposure he felt well and 
neither metal was detected biochemically. The fourth 
victim had been powdering cadmium sulphide for a year 
without wearing a mask, and developed cough, dyspnoea, 
and jaundice. The chest signs cleared up after 3 days, 
and the jaundice disappeared in a week. The blood 
cadmium value was 0-38 mg. per 100 g., but this dropped 
to nil in 3 months. [The patient is said to have been 
exposed to lead, but no evidence of this is presented.] 


The fifth patient developed nausea, abdominal pain, and ° 


lassitude after handling powdered cadmium compounds 
for a year. His liver was “ felt well below the costal 
margin 

From the laboratory findings it was concluded that in 
all the cases there was evidence of liver damage and 
anaemia, while in the third, fourth, and fifth cases there 
was renal injury in addition. These abnormalities all 
disappeared in a few months. 

[The evidence of liver damage is highly equivocal and 


the figures in the original paper should be consulted by 
those interested.] W. K. S. Moore 


1378. Protection Against Experimental Beryllium Poison- 
ing by Aurin Tricarboxylic Acid 

M. R. Waite, A. J. Finke, and J. ScHuBERT. Journal 
of Pharmacology and Experimental Therapeutics [J. 
Pharmacol.) 102, 88-93, June, 1951. 1 fig., 9 refs. 


INSECTICIDES AND REPELLENTS 


1379. The Resistance of Certain Strains of Musca 
domestica to Insecticides. (Resistenza agli insetticidi dj 
alcune razze di Musca domestica) 

A. Misstro.t. Rivista di Parassitologia (Riv. Parassit.] 
12, 5-25, Jan., 1951. 8 figs., 15 refs. 


In all species it is possible to observe mutations which 
are able to withstand environmental conditions adverse 
to the majority. Thus certain Anopheles larvae will 
resist an increase in the salinity of the water, some plants 
are unaffected by diseases which are lethal to the greater 
part of the species, strains of Bacterium coli can be 
produced which proliferate in the presence of strepto- 
mycin, and house-flies may become resistant to in- 
secticides. This property of resistance is apparently due 


to recessive genes which are normally present in small 


numbers in each generation, but become important to 
the species only when adverse conditions prevail. 

In 1946 DDT was extensively and successfully used to 
destroy the fly population of Latina; the next year, 
however, in spite of continued use of DDT, flies did not 
disappear and it was found that they were now resistant 
to DDT. “ Chlordane” and other chlorinated insecti- 
cides were then used in addition and the same sequence 
of events observed—initial sensitivity followed by in- 
creasing resistance. A similar mutation can be demon- 
strated by the use of “* gammexane ”’, so that the property 
of resistance is not specific to the chlorinated insecticides, 
The character of sensitivity remains and will return under 
favourable conditions, such as withdrawal of DDT. 

There is no demonstrable morphological difference in 
resistant flies, though changes in chitin have been 
postulated. On the other hand, it has been shown that 
there are large amounts of DDT in sensitive flies, while 
the metabolic products DDE and DDA are found in 
resistant insects. The addition of pyrethrum to DDT is 
effective against the latter, and this substance is believed 
to inhibit enzymes responsible for the metabolism of 
DDT. A, Paton 


1380. The Resistance of the House-fly to “‘ Chlordane ”. 
(Sulla resistenza delle mosche domestiche al chlordane) 
E. Mosna._ Rivista di Parassitologia (Riv. Parassit.] 12, 
27-36, Jan., 1951. 6 figs., 5 refs. 


** Chlordane ’’ was introduced in the province of Latina 
in 1948 to counteract the resistance developed by house- 
flies to DDT. It was successful in that year and in 1949, 
but owing to reports of resistance an extensive trial was 
undertaken in 1950, using the same technique of dis- 
infestation, to discover if in fact a new race of chlordane- 
resistant flies had appeared. All areas were sprayed 
weekly from May to July, and for a month subsequently 
very small numbers of flies were reported in isolated 
zones. From the middle of August, however, the fly 
population began to reappear in these same areas, and 
by October had spread throughout the whole province 
in large numbers. The conclusion is obvious: the few 
remaining flies were already resistant to chlordane, had 
rapidly increased in number, and had spread to areas 
where resistance had not yet developed. A. Paton 
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Radiology 


1381. Adrenal Shielding and Survival of Rats after 
X-irradiation 

A. EDELMANN. American Journal of Physiology [Amer. 
J. Physiol.] 165, 57-60, April, 1951. 1 fig., 10 refs. 


Increased resistance to x-irradiation from external 
shielding of the adrenal region was reported in animal 
experiments by Craver (Amer. J. Roentgenol., 1948, 59, 
404). Since tissues other than the adrenals may have 
been protected in those experiments, the author has 
investigated the post-irradiation survival of rats with 
direct adrenal shielding. Shields punched from lead 
sheet 0-16 inch (4 mm.) thick and made in two hinged, 
pear-shaped, hollow halves to encompass each adrenal 
were inserted under ether anaesthesia, and control animals 
were prepared by duplicating the operation except that 
the shields were inserted into the abdominal cavity. The 
lead shield would absorb 96% in air of the x-ray beam 
employed. 

Three days after operation the animals were divided 
into 4 groups of 20; 2 groups had adrenal shields, the 
others intra-abdominal shields. One adrenal-shielded 
and one non-shielded group were exposed to 700 r x rays 
(160 kV, 10 mA, 0-15 mm. Cu), the other 2 groups form- 
ing controls; an identical experiment was also carried 
out with a dose of 800 r. From a study of the results it 
is apparent that the rats with shielded adrenals withstood 
the irradiation better than those with unshielded glands. 
After 700 r, 20% and 25°, of the adrenal-shielded group 
were dead at 15 days and 3 months respectively, compared 
with 70% and 80% of the irradiated non-shielded group. 
Irradiated rats surviving for 3 months weighed about 
20°, less than the non-irradiated controls. The gland 
was extruded from the shield in 3 months, probably 
because of connective-tissue formation; enucleation 
with degeneration of the medulla appeared to result. 

The author concludes that shielding prevents direct 
radiation damage to the glandular cells, so that they 
retain their ability to respond to non-specific stress. It 
is thought that available histological and histochemical 
techniques do not reveal the true radiosensitivity of the 
adrenal cortex. Arthur Jones 


RADIOTHERAPY 


1382. Carcinoma of the Oesophagus Treated by Cyclo- 

therapy. (La cyclothérapie du cancer de Il’cesophage) 

J. A. Henry. Acta Oto-rhino-laryngologica Belgica 

sae oto-rhino-laryng. belg.] 5, 66-75, 1951. 6 figs., 
refs. 


The conventional method of treatment of carcinoma 
of the oesophagus by means of multiple x-ray beams is 
unsatisfactory; the tumour dose tends to be too low, the 
* high spots ’’ at the intersections of the beams give too 
big a dose to healthy tissues, and the skin fields have to 
be given a high dosage. Intracavitary radium therapy 


is also unsatisfactory owing to the poor dosage deep 
to the mucosal surface. These faults may be avoided 
by rotation therapy at 200 kV (or supervoltage, if avail- 
able). The patient sits upright in a specially designed 
chair that rotates slowly on an axis, and the lesion is 
centred by screening. The author has treated 11 patients 
in the past 2 years, most of them in poor condition. 
Improvement was rapid, with lessening of dysphagia and 
increase in weight; there were no serious general symp- 
toms or blood changes and the skin showed only dry 
peeling. The relief was short—2 to 12 months—but a 
fairly normal life could be led and gastrostomy avoided. 
Treatment time was 1 to 2 months, and the doses are 
given as 10,000 to 13,000 r in air. Higher dosage is 
needed, even at some risk of oesophageal necrosis. A 
tumour dose of 6,000 r is probably necessary for cure. 
The results are definitely superior to those of earlier 


~ methods, and the technique is being developed. Accurate 


dose estimation is most important and is being attempted 
by means of intra-oesophageal ionization chambers. 
J. Walter 


1383. Theoretical Aspects of Isotopes in Relation to 
Medicine 

A. WorMALL. British Medical Journal [Brit. med. J.] 2, 
757-762, Sept. 29, 1951. 4 figs., 12 refs. 


1384. Radioactive Cobalt®® in Plastic Tubing for 
Interstitial Radiation Therapy 

J. L. Morton, G. W. CALLENDINE, and W. G. MYERS. 
Radiology {Radiology] 56, 553-560, April, 1951. 5 figs., 
7 refs. 


’ Among other advantages, ©°Co is inexpensive, obtain- 
able in calculated strength and in chemically inert alloys, 
and, according to the method described in this paper, 
can be made up in flexible tubular containers. 

Cobalt wire 0-508 mm. in diameter cut in 3-mm. 
lengths is irradiated to produce an activity equivalent 
to about 1 mc. of radium per cm. These lengths of wire 
are loaded, with or without aluminium spacers, into 
nylon tubing of 1-27 mm. outside diameter, in which 
they slide freely. The tubing is thick enough to act as 
a f-filter, and nylon was selected after trial of several 
plastic materials. It has the property of contracting 
when warmed and stretched, which property is used, 
first to seal the cobalt in the tube, and secondly to 
pull out the end of the tube into a strong thread, 12 to 
18 inches (30 to 45 cm.) long, for threading through 
surgical needles. 

implantation is performed by inserting suitable long 
needles in the required positions; the needles are then 
used to draw in the nylon tubes. The use of grooved 
guides (injection needles) is also described. The cobalt 
is recovered from the nylon tubes, preferably by dissolving 
the nylon in cresol. Its magnetic property facilitates 
handling. 
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In addition to the usual implant sites, some special 
applications are suggested—to retroperitoneal lymph 
nodes, cervical lymph nodes, and tumours of the bladder 
and bronchus. J. L. Dobbie 


1385. Preliminary Clinical Experience with the Betatron 
R. A. Harvey, L. L. Haas, and J.S. LAUGHLIN. Radio- 
logy [Radiology] 56, 394-402, March, 1951. 15 figs., 
7 refs. 


The authors discuss the problems of protection and 
dosage involved in the use of the betatron, and describe 
the early biological effects observed. 

The radiation level in the operating room is kept below 
0-3 r per week by means of a concrete and lead wall. 
The protection of a patient under treatment from scattered 
electrons and x rays is solved by the use of a lead colli- 
mator and the interposition of “ lucite”’ blocks. Pro- 
tection from neutrons is more difficult, and all sources 
of gamma-n reaction in the path of the beam are being 
eliminated. The long forward travel of scattered rays 
prevents strict definition, and it is suggested that the 
roentgen unit as measured in the betatron beam is 
only 65% as effective biologically as that from conven- 


tional x-ray apparatus. Isodose charts show that the 


100% level is 4-5 cm. deep. 

Altogether 17 patients suffering from neoplasms in 
various sites have been treated. It is suggested that the 
depth dose distribution obtained will proye advantageous 
and that skin reactions are minimal. The biological 
effects produced on the patients treated are noted. 

J. A. Orr 


RADIODIAGNOSIS 


1386. Dural Sinus Venography as an Aid to Diagnosis in 
Intracranial Disease 

B. S. Ray, H. S. DunBar, and C. T. Dotter. Journal 
of Neurosurgery [J. Neurosurg.| 8, 23-37, Jan., 1951. 
8 figs., 16 refs. 


Two techniques for injecting contrast medium into the 
dural sinuses are described. The superior sagittal sinus 
may be exposed through a midline burr hole at the 
anterior hair line, a ureteric catheter introduced into it 
for 3 to 4 cm., and 15 ml. of 35% diodone injected as 
rapidly as possible. In this way the longitudinal sinus, 
the transverse sinuses, and the internal jugular veins are 
visualized. In the majority of subjects one or other of 
the transverse sinuses appears to predominate and take 
most of the dye, and in 12 normal subjects examined the 
left side appeared to do so as often as the right. The 
normal pressure within the sagittal sinus was 120 to 
150 mm. of water. 

Retrograde filling of the superior and inferior petrosal 
sinuses, and sometimes of the cavernous sinuses as well, 
can be obtained through a catheter introduced into the 
basilic vein of the arm and passed upward into the 
jugular bulb. The normal appearances with this tech- 
nique have not yet, however, been fully established. 

The findings on injection of contrast medium into the 
superior sagittal sinus in 5 cases of neoplasm invading 
the dural sinuses, 2 cases of sinus thrombosis, and 2 of 


ligation of a transverse sinus are described. In con- 
ditions in which the sagittal sinus was occluded there was 
filling of the collateral vessels—that is, the superior 
cerebral veins, the veins of Labbé and Trolard, and the 
diploic and anastomotic veins of the scalp. Involvement 
of one transverse sinus only did not cause filling of 
collateral vessels, as it does not compromise the intra- 
cranial venous drainage. J. A. Shiers 


1387. Visualization of the Coronary Arteries during Life 
J. A. HELMSwortTH, J. McGurreE, B. FELSoN, and R. C. 
Scott. Circulation [Cireulation| 3, 282-288, Feb., 1951. 
5 figs., 10 refs. 


The authors describe their technique for the radio- 
graphic demonstration of the coronary arteries. A 
polyethylene catheter is introduced into the exposed 
femoral or carotid artery and passed along the vessel 
until its tip, as observed on screening, lies at the root of 
the aorta; the opaque medium, 10 to 20 ml. of dio- 
done or “ neo-iopax’’, is injected rapidly and serial 


radiographs are taken. Preliminary experiments on - 


anaesthetized dogs yielded good films of the main coronary 
vessels and branches. In a number of animals in which 
a coronary branch was occluded at operation some hours 
previously the films taken clearly showed the site of 
occlusion. 

Ten patients were injected in this manner, and in 5 of 
them a successful demonstration of the coronary arteries 
was obtained. Simultaneous electrocardiograms were 
made in 2 cases, and these did not reveal any arrhythmia 
due to the injections. Dogs, however, did show an 
arrhythmia, but only in cases where a thoracotomy had 
previously been performed. 

The authors are of the opinion that valuable informa- 
tion about the state of the coronary arteries may be gained 
by this method, but consider that until a more benign 
opaque medium is developed the technique should be 
reserved for experimental studies. A. M. Rackow 


1388. Heart Puncture in Man for Diodrast Visualization 
of the Ventricular Chambers and Great Arteries. I. Its 
Experimental and Anatomophysiological Bases and Tech- 
nique 

E. R. PONSDOMENECH and V. B. NUNEZ. American 
Heart Journal {[Amer. Heart J.] 41, 643-650, May, 1951. 
7 figs., 11 refs. 


The authors discuss the technique and safety of 
direct puncture of the left and right ventricles of the 
heart for the clear visualization of ventricles, pulmonary 
arteries, and aorta by intracardiac injection of diodone. 
Other advantages of the method might be the more direct 
measurement of ventricular pressures and the sampling 
of ventricular blood. The authors also suggest the 
possibility of intraventricular transfusion in shock and 
haemorrhage. 

Preliminary experiments carried out on dogs consisted 
in blind puncture and puncture combined with thoraco- 
tomy for direct observation. In dogs the trocar used 
was 54 inches (14 cm.) long, with an external diameter 
of 1-7 mm. Introduction through the heart wall, with 
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or without local analgesia, produced non-continuous 
extrasystoles. When the trocar lay within the ventricle 
there was tachycardia; but alterations in rhythm gener- 
ally disappeared when the trocar was held. The trocar 
was introduced by a subxiphoid approach and “ almost 
every time ’ reached the juxta-diaphragmatic portion of 
the right ventricle. To enter the left ventricle the trocar 
had to pass through the lower part of the interventricular 
septum. The coronary vessels were never touched. 
Injection of 20 ml. of sodium chloride under 20 Ib. per 
sq. in. (1-4 kg. per sq. cm.) pressure into right and into 
left ventricles produced no “ objective alteration” in 
size of these cavities. When the trocar was withdrawn 
a drop of blood came from the puncture, but there was 
no further bleeding. Post-mortem examination of the 


- animals was carried out. It is suggested that puncture 


should be made during systole to avoid the production 
of extrasystoles. 

The authors carried out 45 punctures on 30 patients 
(an addendum mentions 56 further punctures). There 
have been no untoward results. The trocar described 
above was used, the approach being paraxiphoid. 
Anaesthesia was with thiopentone after atropine, and 
the patient was in the supine position or, if the aortic arch 
was to be visualized, on his side. Electrocardiographic 
tracings were taken throughout the procedure. . With 
the trocar in position pressures could be taken and 
angiocardiography carried out with 50 to 80 ml. of 
diodone. G. H. du Boulay 


1389. The X-ray Diagnosis of Echinococcal Infection of 
the Heart. (K 9XHHOKOKKa 
cepaua) 

A. A. YAKOVLEV and A. V. TRAVIANSKAJA. KnHHHYeCKaA 
Menuunua: [Klin. Med., Mosk.] 29, No. 2, 49-52, 1951. 
3 figs., 12 refs. 


In the Russian literature 32 cases of echinococcal in- 
fection of the heart have been recorded, in all of which 
the condition was first recognized at necropsy; the 
authors now describe 2 cases in which the diagnosis was 
suspected during life. The first patient was a man aged 
20. On x-ray examination of the chest an oval area of 
calcification measuring 2-5 x 3-5 cm. was seen at the apex 
ofthe heart; it had an irregular outline and was apparently 
attached to the ventricle. The electrocardiogram was 
normal and no abnormality of the heart was found on 
clinical examination. The patient died 2 months later 
from intercurrent infection, and a multilocular calcified 
cyst was found in the myocardium. The second patient 

‘was a man aged 50 who had been admitted to hospital 
for an unrelated condition. He also suffered from 
dyspnoea on exertion, palpitations, and lack of energy. 
The pulse was irregular, with a frequency of 48. Ex- 
amination disclosed some changes in the quality of the 
heart sounds, harsh breath sounds, and dry rales. The 
electrocardiogram showed sinus bradycardia and slight 
sinus arrhythmia. The R wave was reduced in amplitude. 
Aneosinophilia of 7% was present. A shadow 2x 2-5cm. 
IN size was seen at the apex of the left ventricle on x-ray 
examination, and was diagnosed as an echinococcal 
cyst. ‘ D. J. Bauer 
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1390. The Technique of Pneumoencephalography in 
Children: Comparative Results with Air and Oxygen 
Injection 

L. CaAsAMAJOR, R. W. LAIDLAW, and P. J. Kozinn. 
Journal of Pediatrics [J. Pediat.] 38, 463-467, April, 1951. 
1 fig., 5 refs. 


This is an account of pneumoencephalography in 300 
children. The technique has been developed with the 
aim of reducing the pain and shortening the period of 
recovery. 

The results have been tabulated to show the difference 
in response between 200 children in whom air was used 
as contrast medium and 100 in whom oxygen was in- 
jected. The age distribution in the two groups is stated 
to have been similar, the ages ranging from a few months 
to 14 years; a few of the children were very young. 
There was no great difference between the distribution of 
diseases in the two groups. The amount of gas to be 
used was determined in the same manner in all cases. 

In view of the work of Bohn and of Scott, the type 
of premedication was changed during the course of 
the investigation. In Group I, morphine, or occasionally 
morphine and atropine, was given 45 minutes before 
gas injection. In Group H, atropine and codeine were 
given together. Most of the children were anaesthe- 
tized with bromethol, sometimes with the addition of 
ether. 

The encephalographic technique of Davidoff and Dyke 
is detailed. 
The difference in the condition of the children during 
the following 4 days is set out in a table for easy com- 
parison between the two groups. [It is clear that the 
procedure adopted in Group II is the more satisfactory. 
It is not clear that the difference can be necessarily 
ascribed to the use of oxygen in place of air, as suggested 
by the title of the paper. The authors themselves 
recognize the striking differences when the premedication 

alone is changed.] G. H. du Boulay 


1391. Radiological Diagnosis of Emphysema 
J. M. S. Knorr and R. V. Curistie. Lancet [Lancet] 1, 
881-883, April 21, 1951. 6 refs. 


The purpose of this investigation was to test the claim 
that emphysema presents characteristic radiological 
appearances. Radiographs of 20 patients in whom 
there was a clinical diagnosis of moderate or severe 
emphysema, and of 20 controls, were submitted to a 
panel consisting of a physician and three radiologists. 

The first part of this investigation consisted in the 
assessment of the postero-anterior and lateral films on 
full inspiration and full expiration on the following 
criteria: 


Postero-anterior Chest Films.—In emphysema the thoracic 
cage is usually large and the diaphragm may be low, flat, and 
irregular. Hypertrophy of the pectoralis muscles may be 
seen. The ribs may tend to lie horizontally, and the inter- 
costal spaces and subcostal angle may be wide. The heart 
may appear to lie vertically, with a prominent pulmonary 
conus and exaggerated pulmonary arterial shadows at the 
lung hila. The medium-sized vessels tend to stand out more 
clearly but are smaller in calibre than normal., The smaller 
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peripheral vessels may also be more clearly visible than 
normal. The lung fields may show increased translucency, 
particularly at the lung bases. Individual bullae may be 
seen, usually at the apices of the lungs. 

Lateral Chest Films.—The thoracic cage is large and there 
is often kyphosis affecting all the dorsal vertebrae. The dia- 
phragm is usually low, and its movements on inspiration and 
expiration, as well as those of the sternum, may be 
diminished. The space between the sternum and the heart 
is almost invariably increased. In other respects the lateral 
films confirm the appearances seen in the postero-anterior 
films. 


It was found that a fairly reliable diagnosis of 
emphysema could be made from a study of these films: 
70% of the emphysema group and 80% of the control 
group were correctly diagnosed by all the observers. 
The assessment of the degree of emphysema showed a 
wide divergence of opinion among the four observers. 
A further test was then made in which the postero-anterior 
film taken in full inspiration alone was used. It is not 
surprising to find that the results were far from satisfac- 
tory: 75% of the emphysema group were correctly 
diagnosed, but only 40°, of the controls were passed as 
normal by all the observers. 

[As this was a test of the accuracy of the radiological 
diagnosis of emphysema, it is perhaps unfortunate that 
fluoroscopy was not used, as it is probable that by this 
means a greater degree of accuracy would have been 
attained.] L. G. Blair 


1392. Traumatic Chylothorax. 
of this Problem 

R. M. LowMan, J. HooGERHYDE, L. L. WATERS, and 
C. Grant. American Journal of Roentgenology and 
Radium Therapy {Amer. J. Roentgenol.] 65, 529-546, 
April, 1951. 10 figs., bibliography. 


A case of injury to the thoracic duct is described and 
illustrated. The favourable clinical evolution of the 
case made surgical intervention unnecessary, although 
this was seriously considered for a while. In conjunction 
with the study of this case radiographic and anatomical 
studies of the thoracic duct and its relationships were 
made on the cadaver; an easy radiographic method of 
demonstrating the duct in the cadaver is described. 

The causes, symptoms, and treatment of surgical as 
well as non-surgical chylothorax are reviewed and the 
importance of a diagnostic triad is stressed—namely, 
the radiographic demonstration of a rapidly accumulating 
pleural effusion, associated with a low serum protein 
concentration and a falling lymphocyte count. 

A. Orley 


The Roentgen Aspects 


1393. Gastrointestinal Roentgenographic Observations 
in Peptic Ulcer Patients Treated by Vagotomy 

C. A. PriviTer!. American Journal of Roentgenology and 
Radium Therapy (Amer. J. Roentgenol.] 65, ,561-—574, 
April, 1951. 7 figs., bibliography. 

While the author admits that his series of 47 cases is 
too small for definite conclusions, he nevertheless suggests 
that treatment of peptic ulcer by vagotomy without 
concomitant gastro-enterostomy is not superior to other 
methods of treatment. 


After vagotomy no abnormal radiographic changes 
were observed in the oesophagus, gall-bladder, or urinary 
tract in some of the patients, and in the majority of cases 
the colon too was radiographically normal. In a few 
patients, however, the colon appeared irritable, and this 
was associated with attacks of diarrhoea. During the 
first year after the operation changes in the mucosa of 
the small intestines were observed, associated with 
hypermotility. 


Gastric atony was the most common post-operative 


finding, and 3 of these patients had persistent peptic 
ulcers; 4 of them required partial gastrectomy and the 
fifth a gastro-enterostomy for the relief of the severe 
atony of the stomach. 

Although vagotomy results in decreased gastric motility 
and secretion, nevertheless in the reviewed series of 47 
cases duodenal or jejunal ulcer persisted for 1 month in 
14 cases, for 2 months in 11, for 3’ months in 8, for 6 
months in 4, for 1 year in 3, and for 2 years in 1 case. 

In 10 of the patients under review the peptic ulcer 
recurred 10 to 27 months after the operation. 

A. Orley 


1394. Evaluation of the Surgical Kidney employing 
Translumbar Aortography 

A. K. Doss and H. A. QutRaArte. Urologic and 
Cutaneous Review [Urol. cutan. Rey.] 55, 134-141, 
March, 1951. 9 figs. 


Pre-operative evaluation of the blood vessels of the 
kidney by translumbar aortography may give valuable 
information in some cases. This may be very complete, 
particularly in conjunction with pyelograms. For in- 
stance, aberrant vessels in cases of hydronephrosis can 
be shown; a poor blood supply can be assessed in cases of 
long-standing stag-horn calculi; and occasionally occlu- 
sion of the renal artery in a functionless kidney can be 
demonstrated. 

A series of radiographs illustrating all these points is 
reproduced. F. B. Cockett 


1395. Vertebral Retroposition (Reversed Spondylolis- 
thesis) 

H. W. Gittespiz. British Journal of Radiology (Brit. J. 
Radiol.) 34, 193-197, April, 1951. 10 figs., 11 refs. 


The author examined a series of 493 cases in which the 
presence of lumbosacral disk protgusion was confirmed. 
Of these, 15-6% showed true retroposition of the Sth 
lumbar vertebra over the Ist sacral segment; 35 of the 
patients with retroposition were examined in more 
detail. The average backward displacement ranged from. 
0-3 to 0-9 cm.; in 71-4% the body of LS was slightly 
larger than that of the Ist sacral segment. In the normal 
spine this inequality does not disturb the continuous 
curved outline of the posterior vertebral alignment and 
therefore does not account for retroposition. It was 


found that the retroposition was greater than this 
difference in size in 91-4°% of the cases. 

The question of a false retroposition being produced by 
faulty tube positioning was investigated, and it was con- 
cluded that the degree of retroposition could be exag- 
gerated or reduced by this means, but not eliminated. 
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Rotation obliquely may produce an apparent displace- 
ment. Flexion or extension did not appreciably affect 
the degree of displacement. In 85-7% of the cases 
antero-posterior facets were found (8 -6% had the internal- 
external type and 5-7% were mixed); in 85-7% the 
intervertebral space was reduced. 

The case of a boy aged 4 years is cited in favour of a 
congenital aetiology associated with an acute lumbo- 
sacral angle. The incidence of lumbo-sacral anomalies 
was not found to be greater in the retroposition series 
than in a control group. The author states that retro- 
position may occur with (1) disk protrusion; (2) disk 
degeneration in association with spinal arthritis; (3) rheu- 
matoid spondylitis; (4) infection; and (5) trauma. He 
does not regard it as a cause of backache, but as a radio- 
logical indication of disk changes. 

John H. L. Conway-Hughes 


‘1396. The Radiology of the Vertebral Column in Child- 
hood. (Zur RGntgenologie der kindlichen Wirbelsaule) 

R. Seyss. Fortschritte auf dem Gebiete der Réntgen- 
strahlen (Fortschr. Réntgenstr.| 74, 434-449, April. 1951, 


4figs., 6 refs. 


The variations in form of the vertebrae can be traced 
back to infantile and foetal development. Ossification 
of the vertebrae is enchondral, and disturbance of their 
growth is one of the earliest diseases of life. During the 
first months of life the vertebrae are ovoid in shape in the 
lateral view; the bodies are divided by a sulcus for 
Breschet’s vein. 
much wider than those in the adult skeleton, their 
width being equal to the height of the vertebral bodies. 
The ovoid vertebral bodies gradually become square- 
shaped during the first year. This process may be 
arrested or retarded at any stage; the later it occurs, the 
less pronounced are the permanent changes. 

The most common deformity is the “ beak-shaped ” 
formation (‘* Schnabelform”’) observed in chondro- 
dystrophy, dysostosis multiplex (Pfaundler—Hurler), 
chondro-osteodystrophy (Marquio-Brailsford), and myx- 
oedema. Conical vertebral bodies are common in the 
pleonosteosis of Léri. These deformities are usually 
caused by retardation of growth, but other factors— 
such as pressure and mild trauma—may also be re- 
sponsible. The dorsal vertebrae are well protected from 
external forces by the ribs, but the lumbar vertebrae 
have no such protection; during early infancy the action 
of the psoas muscle may cause flattening of the ventral 
aspect of the lumbar vertebrae. L. G. Capra 


1397. Cooley’s Erythroblastic Anemia. Some Skeletal 
Findings in Adolescents and Young Adults 

J. Carrey. American Journal of Roentgenology and 
Radium Therapy [Amer. J. Roentgenol.] 65, 547-560, 
April, 1951. 4 figs., 11 refs. 


Four patients suffering from Cooley’s anaemia were 
Studied from early childhood into the second and third 
decades of life. Lesions of the long bones of the 


extremities, which are particularly marked in children, 
regressed with advancing age, while changes in the skull, 
spine, and pelvic bones persisted and even increased as 


The infantile intervertebral spaces are © 


the patients grew older. The regressive changes first 
became evident at the beginning of puberty. Pneumatiza- 
tion of the paranasal sinuses and of the temporal bone 
was retarded in all patients, young and old alike. 

A, Orley 


1398. A Preliminary Evaluation of Cave’s Roentgeno- 
graphic Method of Fetal Cephalometry 

T. W. McE S. B. Lovetapy, R. W. BRANDEs, J. S. 
Hunter, and C. A. Goop. American Journal of 
Obstetrics and Gynecology {[Amer. J. Obstet. Gynec.] 61, 
487-497, March, 1951. 4 figs., 32 refs. 


Some years ago Cave (Brit. med. J., 1943, 2, 196) 
described a precision method for the radiographic 
cephalometry of foetuses. His technique consists in 
making an exposure with the x-ray tube centred over the 
foetal skull at a known tube-film distance. Immediately 
afterwards a second exposure is made with the same 
centring but with a different tube-film distance. The 
diameters of the two resulting images of the foetal head 
are measured, and a simple formula applied which gives 
the actual diameter of the head. The advantages of 
this method are: (1) it can be carried out in the absence 
of the radiologist; (2) the varying thickness of different 
abdominal walls need not be considered; (3) the radio- 
graphs may be taken in any position of the patient; 
(4) there is no need to ensure that any particular 
diameter is parallel to the film, and this method may 
equally well be applied to obtain any conjugate or the 
transverse diameter of the inlet or outlet. 

Numerous criticisms of this method have been made by 
various authors, but it is still one of the most frequently 
used methods for determination of foetal head size avail- 
able to the average obstetrician. 

The authors applied this method to 22 women who 
were in early labour with a foetus presenting by the 
vertex. The patient occupied a supine position on the 
table with her hips flexed and a heavy pad placed beneath 
the lumbar spine. Two exposures were made on separate 
films as quickly as possible, at tube-film distances of 
3 ft. 4in. (101-6 cm.) and 24 ft. (76-2cm.). A small metal 
disk was suspended by a string from the centre of the 
x-ray tube; by superimposing the shadow of this disk 
on two separate films it was possible to judge whether 
foetal movement had occurred in the interval. The 
authors measured 45 foetal skull diameters and found 
that 77% of the measurements made by this technique 
were within a 5% limit of error of the actual diameter. 
In the whole series the range of error with Cave’s 
technique was from —10% to +7:3%. A _ similar 
examination with a different pelvimetric technique gave 
very much higher degrees of error. When the authors 
determined the foetal circumference by a slight modi- 
fication of Cave’s method, 91% of their measurements 
were within 5% of the actual measurement. 

The difference between the occipto-frontal diameters 
of the largest and the smallest baby was only 2 cm. 
This method would therefore be of practical value if an 
accuracy of approximately 6% in four-fifths of the cases, 
as achieved by the authors, could be obtained by other 
observers. 
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[The authors have excluded grossly unsatisfactory 
radiographs and have been helped by the fact that the 
patients were already in early labour with vertex 
presentation. The problem of cephalometry is very much 
more important in breech cases, and it would be interest- 
ing to know how their results would compare if this 
method were applied to abnormal foetal presentations.] 

J. Rabinowitch 


1399. The Venographic Localization of Incompetent 
Communicating Veins in the Leg 

J.D. Dow. British Journal of Radiology {Brit. J. Radiol.} 
34, 182-192, April, 1951. 18 figs., 13 refs. 


The importance is stressed of the effect of incompetent 
communicating veins in the causation of superficial 
varices. The discrepancy between the various anatomical 
descriptions of these veins is discussed and it is concluded 
that considerable variation exists. In view of the un- 
reliability of clinical tests the author carried out this 
investigation to ascertain whether venography was more 
reliable. 

Injection of the communicating veins was tried by 
injection of 20 ml. of 35°% diodone, but proved unsatis- 
factory because (1) diodone is heavier than blood and 
therefore in the supine position only the posterior veins 
fill; (2) it proved impossible to fill all the deep veins 
of the lower leg; (3) when the superficial veins are 
sclerosed some dye nearly always passed under the 
tourniquet into the superficial system; and (4) owing to 
dilution of dye with blood the veins of the thigh were 
inadequately demonstrated. Injection of the superficial 
system was therefore tried: (1) A light tourniquet was 
applied above the level of the suspected communicating 
vein. This was fairly reliable, but the procedure had to 
be repeated a number of times at different levels. 
(2) Retrograde injection with the patient in the supine 
position was made into the superficial system by way of 
the internal saphenous vein. The communicating veins 
were well demonstrated, and incompetence was shown 
by a localized dilatation of the superficial vein, which was 
due to blood spurting into it with each muscular con- 
traction. 

In all, 75 patients attending for treatment of varicose 
veins were examined. Patients with a previous history of 
thrombophlebitis were excluded. The average number 
of communicating veins demonstrated in the thigh was 
1-4. Of 37 communicating veins considered to be 
incompetent, 24 were operated on. In 21 instances the 
vein was found to be incompetent, 2 were doubtful, 
and 1 was considered competent; 13 of these had been 
identified clinically. Three patients in whom the veins 
were considered competent were operated on and the 
conclusion was verified in each case. In addition the 
exact site of the communicating vein was demonstrated 
on each occasion. 

Of 35 cases investigated, the communicating veins in 
the lower leg in 4 were considered unsatisfactory; the 
remainder were all found to be of the indirect type drain- 
ing through a muscular vein into the popliteal vein. 
Operation was performed in 23 cases and there was 
found to be a close correlation between the venographic 
and operative findings. 


The author concludes that by this technique it is possible 
to demonstrate incompetent communicating veins with 
a high degree of accuracy, the method being more 
reliable in the thigh than the calf. This avoids long 
incisions and tedious dissections. 

John H. L. Conway-Hughes 


1400. Orthodiametry. (Orthodiametrie) 

H. BUCHNER. Fortschritte auf dem Gebiete der Réntgen- 
strahlen (Fortschr. Réntgenstr.] 74, 498-511, May, 1951, 
6 figs., bibliography. 


Orthodiametry is now 50 years old. Moritz was the 
first to employ this method, which was abandoned as soon 
as x-ray units powerful enough for exposures at a long 
focus-film distance (150 to 200 cm., or 60 to 80 in.) were 
available. It is generally agreed that the error produced 
by this method is negligible. A method of radiological 
measuring should fulfil the following requirements: 
(1) the measuring device must be adjustable to any unit 
and measurements should be made by means of simple 
fluoroscopy; (2) there should be no need for special 
preparation of patient and unit; (3) there should be no 
formulae and no mathematics; (4) measurements should 
be read straight from the screen; (5) the whole organ 
should be seen during the procedure. The instrument 
designed by the author fulfils these requirements. [For 
details the original paper should be consulted.] Hori- 
zontal and vertical measurements are easy, but difficulties 
are encountered when oblique measurements are required. 
This device may also be employed for location of foreign 
bodies. , W. J. Czyzewski 


1401. Protection against Radiation during Serial Fluoro- 
scopy. (Strahlensichere R6ntgenreihendurchleuchtung) 
E. Liese. Fortschritte auf dem Gebiete der Réntgen- 
strahlen (Fortschr. Réntgenstr.] 74, 585-589, May, 1951. 
3 figs. 


In this article is stressed the ever-increasing need for 
mass fluoroscopy for tuberculosis diagnosis, for serial 
examinations for industrial diseases, in cases of sus- 
pected bronchial carcinoma, and in examinations of the 
heart. This entails an increased need for protection 
of examiners and auxiliary staff. 

The author describes in detail a new arrangement, 
adopted recently at the Medical Clinic of the University 
of Cologne, which provides 100°% protection for the 
examiner from both radiation and infection. A room 
is divided into two compartments by a light-tight 
partition. One compartment is occupied by the patient 
and the x-ray tube, the other is occupied by the radio- 
logist. The compartment for the patient is fairly well 
lit; the partition consists of a wooden wall lined with 
lead sheets 2 mm. thick. At the level of the average 
chest there is a window in the partition measuring about 
50 x 70 cm. (20 x 28 in.); this is provided with a fluores- 
cent screen lined with lead glass. Screen and x-ray tube 
are immobile, but the stand for the patient can be moved 
in all directions (horizontal, vertical, and also rotating 
up to 180 degrees). The operation of the x-ray unit 
and of the stand is carried out from the radiologist’s 
compartment. L. G. Capra 
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Pathology 


1402. Further Studies on the Pathogenesis of Fibrocystic 
Disease of the Pancreas 

A. H. BAGGENSTOsS, M. H. Power, and J. H. GRINDLAY. 
Archives of Pathology [Arch. Path., Chicago] 51, 510-517, 
May, 1951. 3 figs., 21 refs. 


Active secretin was readily recovered from the intestines , 


in 6 of 7 cases of fibrocystic disease of the pancreas if a 
sufficient length of intestine was used for extraction. 
The hypothesis that a deficiency of secretin is responsible 
for fibrocystic disease of the pancreas—a view based on 
failure to recover secretin from a length of intestine almost 
certainly inadequate for the purpose—must therefore be 
abandoned. 

The authors then turned their attention to the possibility 
of obstruction of the pancreatic ducts. Serial sections 
of the head of the pancreas and the papilla of Vater from 
5 cases showed atresia of the duct in the papilla of Vater 
in 1 case, atresia of the main pancreatic duct as it passed 
through the duodenal musculature in 2 cases, and atresia 
of multiple interlobular ducts in the remainder. In the 
cases with atresia of interlobular ducts, islands of ducts 
occurred without connexion to acini. In no instance 
was there any evidence of inflammation or response to 
inspissated secretion. 

The authors therefore regard fibrocystic disease of the 
pancreas as due to congenital stenosis of the pancreatic 
ducts at various points in their course; they ascribe the 
lesions in the intestine and liver to associated congenital 
abnormalities, and the pulmonary lesions to vitamin-A 
and other deficiencies due to failure of pancreatic secre- 
tion. C. L. Oakley 


EXPERIMENTAL PATHOLOGY 


1403. Desoxycorticosterone Acetate and Wound Healing 
C. L. Pirani, R. C. Steptor, and K. SUTHERLAND. 
Journal of Experimental Medicine [J. exp. Med.] 93, 217- 
228, March, 1951. 9 figs., 44 refs. 


It has been established by several workers that over- 
dosage of deoxycortone acetate (DCA) in animals can 
produce nephrosclerosis, with hypertension and arterial 
changes. The authors, at the University of Illinois 
College of Medicine, have attempted to discover whether 
DCA actually induces changes in proliferating connective 
tissue and, if such changes are present, to analyse them 
in detail and study the mechanism by which they are 
produced. 

Young guinea-pigs were placed for a weekon a standard 
diet and given 2-5 mg. of ascorbic acid per day. In the 
first group of 48 animals, 24 were given 3 mg. of DCA per 
day and 24 served as a control. After the Sth day of 
DCA administration a laparotomy wound was made and 
closed. Groups were killed at intervals up to the 14th 
day and the wounds examined. In a second group, 12 


guinea-pigs were treated in the same way, except that 
to 6 of the animals DCA was not given until the Sth 
day, and to the other 6 until the 10th day, after operation. 
It was then continued for 10 days. ; 

It was found that DCA induced the production of an 
excessive amount of granulation tissue, as evidenced by 
a relatively great number of fibroblasts and a larger 
amount of ground substance. This effect was accom- 
panied by a slight to moderate lag in the maturation 
sprocess of both cellular and intercellular elements. 
These changes were observed when DCA administration 
was begun 5 days before operation, but were less obvious 
or absent if DCA injections were begun on the Sth or 
10th post-operative day. The results indicate that the 
action of DCA on immature proliferating connective 
tissue is marked, and is considerably less or absent when 
connective-tissue elements have reached partial or almost 
complete maturity. 

No significant variations were found in the nutrition of 
experimental and control animals. It is suggested 
that the action of DCA on connective tissue is due to an 
imbalance between the hormones of the zona glomerulosa 
(excess of DCA) and those of the zona fasciculata 
(deficiency of gluco-corticoids, brought about by the 
action of the pituitary). There is obviously a profound 
difference in the response mechanisms between resting 
and actively proliferating connective tissue. 

J. V. Wilson 


1404. Cerebral Changes due to Insulin Poisoning. (Zur 
Frage der Entstehung der Hirnveranderungen bei 
Insulininvergiftung) 

F.. T6pet and H. Maier. Zeitschrift fiir die Gesamte 
Experimentelle Medizin [Z. ges. exp. Med.] 117, 319-338, 
1951. 12 figs., 38 refs. 


The authors treated 7 dogs with insulin daily for 3 to 
12 weeks. Hypoglycaemia resulted, and with increasing 
dosage of insulin hypoglycaemic convulsions were fol- 
lowed by death. In all animals central lobular necrosis 
with diffuse fibrosis of the liver was found. Cerebral 
changes‘ were partly due to the ischaemia produced by 
convulsions, but glial proliferations with the “* naked ”’ 
glia nuclei of Alzheimer were seen, similar to those found 
in the polioencephalitis of Wernicke and hepatolenticular 
degeneration. H. Lehmann 


1405. The Action of Variable Amounts of Quartz on the 
Lungs of Rats. The Extent of Pathological Change in 
Relation to the Amount Injected 

S. C. Ray, E. J. Kine, and C. V. Harrison. British 
Journal of Industrial Medicine [Brit. J. industr. Med.] 8, 
62-67, April, 1951. 4 figs., 6 refs. 


To ascertain the action of variable amounts of quartz 
on the lungs of rats a saline suspension of a sample of 
commercial quartz powder (the size distribution of whose 
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particles is given in a table) was injected intratracheally 
into rats of the same strain and approximately equal 
weight. There were 5 groups of rats and they were 
given 2, 5, 10, 30, and 75 mg. of quartz respectively 
in a single injection: a rat from each group was killed 
at approximately equal intervals up to a year after 
injection and their lungs and tracheobronchial lymph 
nodes examined histologically. 

The smallest quantities of quartz (2 mg.) were found 
usually to produce fibrosis in the lymph nodes only, with 
no changes in the lungs. The larger doses produced 
changes in the lungs that increased in degree with 
increase of dosage. Thus 5 or 10 mg. produced nodules 
of compact reticulin with little or no collagen; 30 mg. 
produced collagencus fibrosis; and with 75 mg. the 
nodules were both collagenous and confluent. 

H. E. Harding 


1406. The Action of Small Amounts of Quartz and 
Larger Amounts of Coal and Graphite on the Lungs of 
Rats 

S. C. Ray, E. J. Kinc, and C. V..HARRISON. British 
Journal of Industrial Medicine (Brit. J. industr. 8, 
68-73, April, 1951. 4 figs., 31 refs. 


Three powders were used in this experiment: anthracite 
with very little ash, a specially prepared graphite of low 
ash content, and the same sample of quartz that was used 
in the previous experiment (see Abstract 1405). The size 
distribution of the particles and an analysis of each 
powder is given in a table. Groups of rats were given 
intratracheal injections of 100 mg. of coal, or of 98 mg. 
of coal plus 2 mg. of quartz, or of 100 mg. graphite, or of 
98 mg. graphite plus 2 mg. quartz. Animals from each 
group were killed at intervals up to 327 days. 

Pure coal and pure graphite produced no serious re- 
actions in the rats’ lungs; at most, particles were found 
enmeshed in very fine reticulin fibres. Coal or graphite 
plus the small quantity of quartz led to production of 
reticulin nodules earlier, and this was followed by 
collagenous fibrosis. Since the authors had shown 
previously that 2 mg. of this particular quartz sample 
did not produce lesions in the lungs of rats, they conclude 
that the simultaneous presence of large amounts of coal 
or graphite exaggerates the pathogenic effect of small 
amounts of silica. The large amount of coal or graphite 
probably interferes with the drainage mechanism in 
the lung so that silica is retained there instead of passing 
to the lymph nodes. H. E. Harding 


1407. Potassium Deficiency as Cause of the So-called 
Rheumatic Heart Lesions of the Adaptation Syndrome 

E. Pescuer, B. BLACK-SCHAFFER, and C. SCHLAYER. 
Endocrinology [Endocrinology] 48, 399-407, April, 1951. 
1 fig., 23 refs. 


In the course of a study of the relationship between diet 
and hypertension the authors induced hypertension in 
rats by various methods, including that of Selye, which 
consists of overdosage with deoxycortone acefate 
(DCA) with or without high sodium chloride intake in 
unilaterally nephrectomized rats. Selye found that severe 
overdosage with DCA produces in the rat morpho- 
logical lesions similar to those seen in rheumatic fever; 


,amounts of potassium were added. 


he regarded rheumatic fever, at least in part, as an ab- 
normal adaptive response of the adrenal cortex. 

The authors could find no evidence that the myo- 
cardial lesions in rats given an overdose of DCA have 
any connexion with rheumatic fever or the adaptation 
syndrome. The lesions were different histologically 
from those of rheumatic fever, but identical with those 
produced by potassium deficiency. The rapidity with 
which death occurred and the number of deaths were 
inversely proportional to the potassium consumption. 
Myocardial lesions and death did not occur if sufficient 
It was concluded 
that the myocardial lesions in Selye’s experiment were due 
to potassium deficiency. R. S. Illingworth 


1408. Electrocardiographic Changes in Experimental 
Anaphylactic Reactions 

G. Mikuticicu. Journal of Allergy [J. Allergy] 22, 
249-263, May, 1951. 9 figs., 24 refs. 


In 28 rabbits electrocardiograms (ECG) were taken 
before sensitization with egg albumen or horse serum and 
immediately after injection of a shock dose. Most of 
the animals, which were not anaesthetized, showed no 
general reaction to the shock dose. The ECG showed 
bradycardia followed by tachycardia. ST; was deeply 
depressed, QRS; prolonged and enlarged, QRS; was 
inverted, ST; elevated and monophasic. Ventricular 
extrasystoles and auricular fibrillation also occurred. 
The changes lasted 3 to 15 minutes and could be repro- 
duced by further shock doses. H. Herxheimer 


1409. Cardio-vascular Responses to Air Embolism 
G. R. CAMERON, S. N. De, and A. H. SHEIKH. Journal of 
Pathology and Bacteriology |J. Path. Bact.) 63, 181-194, 
April, 1951. 6 figs., bibliography. 

Air embolism was produced in rabbits by introducing 
air into an ear vein by displacement with water under 


200 mm. Hg pressure at varying rates. Embolism was 


also produced by intravenous injection of an emulsion 
of potato starch, of an emulsified mixture of olive oil and 
lecithin, and by the direct introduction of rape seeds. 

The results of these experiments showed that as the rate 
of injection of air increased, the survival time decreased, 
although the total amount of air introduced was not con- 
stant. The carotid arterial pressure fell as the right 
auricular pressure increased. Respiration was at first 
increased, but became slow and irregular as embolism 
progressed. If bilateral vagotomy was performed before 
injection of the air, respiration increased in depth and 
became slower. The right side of the heart, great veins, 
coronary veins, and pulmonary artery became distended 
with frothy blood. The left side and the systemic 
arterial system were free from air bubbles and contained 
little blood. 

Electrocardiography showed definite patterns, the 
main findings being a deep S wave in Lead I with a pro- 
longed downward deflection of the RS-—T interval, in 
which the T wave was submerged. In Lead II the ST 
segment was slightly depressed, but the T wave was 
inconstant in position. In Lead III, T was always large 
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and upright. The ST segment remained near the zero 
line. Also noted were frequent ventricular extrasystoles 
and block. Ventricular fibrillation was not encountered. 
Bilateral vagotomy did not affect these disturbances. 

Fat, starch, and rape-seed embolism gave similar find- 
ings, though coronary-vein embolism did not occur in the 
case of the last-named despite the fact that the mean 
diameter of the seeds used was greater than that of the 
coronary veins. All these substances were found in the 
smallest pulmonary arteries and arterioles, this being the 
probable cause of the disturbances in the blood pfessure 
andthe electrocardiogram. Interference with the outflow 
of blood from the coronary venous system, reflex vagal 
action on the heart, and mechanical blockage of the 


_ coronary arteries were eliminated as factors. 


R. B. Lucas 


1410. Lecithin in the Development and Prevention of 
Atherosclerosis 

O. J. PoLLAK. Geriatrics [Geriatrics] 6, 73-80, March— 
April, 1951. 4 figs., 24 refs. 


In accordance with the theory that a disturbance of 
the stability of plasmatic colloids might produce athero- 
sclerosis, the effects of lecithin and cholesterol adminis- 
tration on rabbits were studied by the author at the 
Quincy City Hospital, Massachusetts. 


Fine suspensions of lecithin were prepared by homo-. 


genizing lecithin with deproteinized, partly deproteinized, 
and non-deproteinized rabbit serum. These lecithin sols 
were injected intravenously or intracardially in doses of 
50 mg. and 100 mg. and the animals were killed at inter- 
vals up to 24 hours. In all animals given lecithin intra- 
venously, the pulmonary arteries showed marked 
oedema of the muscularis and a moderate hydropic 
change of the intima. Lesions in the aortic wall 
were found only if the interval between administration 


’ and death was at least 10 minutes. No vascular altera- 


tion was seen in the rabbits injected intracardially. 

In a second series the results were in contrast to those 
described in that smaller arteries were also affected. 
Here sols of mixtures of lecithin and cholesterol were 
given in different proportions and the animals were killed 
at once after the injection. Microscopical examination 
showed lesions in the media caused by the lecithin, 
whereas intima and subintima were mainly damaged by 
cholesterol, there being acinar spaces corresponding 
to cholesterol crystals. The number of crystals was 
larger in rabbits injected with suspensions in non- 
deproteinized serum. In both series steatosis of the 
liver was a common finding. The tests show, further- 
more, that lecithin is absorbed faster than cholesterol, 
that lecithin does not enhance the absorption of choles- 


terol, and that crystallization of cholesterol takes place 


if both lecithin and cholesterol are injected together—a 
phenomenon which does not occur after the adminis- 
tration of cholesterol as a fine suspension. 

Finally, the author poses the question whether lecithin 
plays a part in the aetiology of arteriosclerosis, that is, 
medial calcinosis, cholesterol being of importance in the 
development of atherosclerosis, which terminates in 
atherocalcinosis. J. A. W. Dressler 


1411. Experimental Arterial Stenosis: 
Dilatation and Collateral Blood Flow 

J. FLASHER, D. R. Drury, and G. Jacosson. Angiology 
[Angiology] 2, 60-70, Feb., 1951. 3 figs., 19 refs. 


This paper records an investigation into the degree and 
extent of post-stenotic dilatation occurring after experi- 
mental constriction of an artery, and the part played by 
tissue ischaemia in producing it. After constriction of 
one renal artery in rabbits by a ligature or clip (the 
opposite kidney being untouched or removed) dilatation 
of the post-stenotic portion of the artery occurred in 
75% of the animals. It was apparently related in degree_ 
and extent to the degree of renal ischaemia, as indicated 
by the hypertension which appeared. In the animals 
which did not develop dilatation there was no hyper- 
tension. A collateral arterial circulation developed in 
those animals which showed post-stenotic dilatation. 

No adequate explanation can be offered for the post- 
stenotic dilatation observed. R. A. Gregory 


Post-stenotic 


1412. Arteritis, Carditis, Glomerulonephritis and Bi- 
lateral Renal Cortical Necrosis Induced in Rabbits by 
Injection of Horse Serum or Bovine Gamma Globulin 
Combined with Killed Group A Streptococci or Freund’s 
Adjuvant 

R. H. More and S. D. Kopernick. Archives of Patho- 
logy (Arch. Path., Chicago] 51, 361-378, April, 1951. 
5 figs., 44 refs. 


The lesions of serum hyperergy in animals have been 
likened to the lesions in certain diseases in human beings. 
The present authors believe that the cardiac lesions are 
different from those in human rheumatic disease and 
resemble rather the polyarteritic reaction. The question 
they attempt to answer is whether this difference is merely 
one of degree, and they have tried the use of Freund’s 
adjuvant to alter the experimental results: no altera- 
tion was observed. The authors state that the rabbits 
showed the usual arteritic lesions in the heart, similar to 
those in serum sickness or sulphonamide hyperergy as 
seen in man, but obviously different from the lesions 
produced by Murphy and Swift (J. exp. Med., 1950, 91, 
485), which the authors regard as the experimental lesion 
nearest in morphology to human rheumatic disease. 

The arteritic and glomerulonephritic lesions varied 
with the different antigenic substances and mixtures 
used, the most unusual finding being cortical necrosis 
after intravenous injection of antigenic serum in which 
dead streptococci were suspended. A. C. Lendrum 


1413. The Clinical and Pathological Significance of 
Allergic Trauma in Haematological Diseases. I. Experi- 
ments on the Localized Allergy of Bone Marrow. (Uber 
die Bedeutung der allergischen Schadigung fiir Klinik und 
Pathologie hamatologischer Erkrankungen. I. Experi- 
mente zur lokalisierten Knochenmarksallergie) 

P. Petripes and F. E. SCHMENGLER. Zeitschrift fiir die 
Gesamte Experimentelle Medizin [Z. ges. exp. Med.] 117, 
297-311, 1951. 5 figs., 22 refs. 


The authors provide experimental support for the 
theory that agranulocytosis, thrombocytopenia, and 
similar diseases may sometimes be caused by allergic 
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damage to the bone marrow. They sensitized rabbits 
with pea protein and then injected the antigen into the 
bone marrow; aspiration after 6 to 24 hours showed 
definite local damage. This type of Arthus phenomenon 
could also be produced in man by injection of horse or 
cow serum into the sternum 2 to 3 weeks after sensitiza- 
tion. H. Lehmann 


1414. Experimental Studies on Reticulosarcoma 
A. Sakamoto. Blood [Blood] 6, 314-329, April, 1951. 
5 figs., 16 refs. 


The author believes that human leukaemia is an in- 
fectious neoplastic disease caused by a specific virus and 
that reticulosarcoma and leukaemia might be caused by 
the same virus. In order to test these hypotheses 
tumours from 2 cases of nasopharyngeal lymphatic 
reticulosarcoma in adults and material from 3 cases of 
** myeloid reticulosarcomatosis ” affecting the flat bones 
in young children were ground with saline, and the 
supernatant fluid after centrifuging was injected intra- 
venously, and at times intramuscularly, into fowls. 
These unfiltered emulsions were used in the first genera- 
tion, but in subsequent generations Chamberland-L2 
filtrates of liver emulsions of birds which had died after 
inoculation were used. Each fowl received a single 
injection. 

The author claims to have produced on the one hand 
myeloid metaplasia or myelosis, and on the other, 
reticulosarcoma, reticulosis, or hyperplasia of reticulum 
cells, chiefly in the liver, and that these lesions were 
typical of the author’s experimental leukaemia (pre- 
viously reported) and easily distinguishable from chicken 
leukoses. The blood picture in these fowls was 
aleukaemic, showing only a few immature leucocytes 
just before death. 

Similar experiments were carried out with material 
obtained from cases of human “ myeloid reticulosarco- 
matosis *’, blood, liver, and fluid from the thoracic 
cavity being used for the original injection and subse- 
quent passages being made by means of infected fowl 
livers. The changes produced in the fowls the author 
claims to be those of reticulosarcoma, myelosarcoma, 
myelosis, or myeloid metaplasia induced by an infective 
viral agent which is present in the blood, body fluids, 
tumours, and organs of the patients. 

R. Winston Evans 


1415. The Production of Leukaemoid Changes by Injec- 
tion of Colchicine in the White Mouse. (Die Erzeugung 
leukamoider Veranderungen durch Colchicin bei der 
weissen Maus) 

H. WipMANN. Zeitschrift fiir die Gesamte Experi- 
mentalle Medizin [Z. ges. exp. Med.] 117, 227-236, 1951. 
5 figs., 15 refs. 


Mice weighing from 20 to 32 g. were given sub- 
cutaneous injections of 12 yg. colchicine on 3 or 4 con- 
secutive days. This dosage produced within a day or 
two a high leucocyte count (in some animals of more than 
100,000 cells per c.mm.) without a preceding leucopenia. 
The granulocytes showed a shift to the am, with some 
normoblasts in the myeloid series. 


In the bone marrow there was a decrease in granulo. 
cytes, but no structural damage such as is seen after bigger 
doses of the drug. The liver showed interstitial celj 
infiltration with numerous granulocytes, and extensive 
parenchymatous degeneration and coagulation necrosis, 

H. Lehmann 


1416. Action of Various Antileukaemic Substances on the 
Transmissible Erythroblastosis of Fowls. (Action de 
différents produits antileucémiques sur l’érythroblastose 
transmissible des poules) 

M. Bessis, Z. E:y, and P. Freixa. Sang [Sang] 22, 
446-450, 1951. 1 fig., 6 refs. 


In fowls suffering from transmissible erythroblastosis, 
folic acid caused striking nuclear changes in the erythro- 
blasts and erythrocytes, leading to appearances not 
unlike the true megaloblast of pernicious anaemia. 

A. Piney 


1417. Demyelinization Induced in Living Rabbits by 
Means of a Lipolytic Enzyme Preparation 

F.S. VoGet. Journal of Experimental Medicine [J. exp. 
Med.) 93, 297-304, April 1, 1951. 6 figs., 5 refs. 


Experiments show that an enzyme preparation with 
lipolytic activity has the ability to destroy myelin in 
living animals (as well as in vitro) and to produce lesions 
akin to those found in multiple sclerosis. 

Focal areas of demyelinization were produced in the 
central nervous system of albino rabbits given intra- 
cerebral and intravascular injections of a purified lipase 
made from fresh hog pancreas. Of 15 rabbits receiving 
injections into the basal ganglia, 8 survived operation, 
and in 5 of these animals areas of demyelinization vere 
found. Small focal areas were observed in the brains 
of each of 5 rabbits given intravenous injections. 

In one instance demyelinization was evident in Loyez 
preparations in an animal killed 48 hours after an intra- 
cerebral injection, whereas another animal killed at 
6 months had areas of demyelinization. The foci 
were sharply delineated and solitary in most instances, 
but occasionally were accompanied by smaller focal 
areas which were separated from the larger lesions by 
areas of intact myelin. Occasionally the areas of 
demyelinization in rabbits that had received intravascular 
injections were clearly perivascular in distribution, but 
in no instance were there thrombi in the vessels or lesions 
of their walls. Demyelinization did not result when 
heat-inactivated pancreatic lipase was injected intra- 
cerebrally. W. H. McMenemy 


1418. Dystrophia Myotonica and Myotonia Congenita. 
Histopathologic Studies with Special Reference to Changes 
in the Muscles 

G. WOHLFART. Journal of Neuropathology and Experi- 
mental Neurology [J. Neuropath. exp. Neurol.] 10, 109- 
124, April, 1951. 6 figs., bibliography. 


The author studied the morbid histology of the affected 
muscles in 19 cases of dystrophia myotonica and 5 
cases of myotonia congenita. One case of dystrophia 
with typical clinical signs was studied in detail. The 
patient died of pneumonia after a brief period of observa- 
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tion, but at necropsy no nerve lesions were found in the 
spinal cord, roots, sympathetic chain or peripheral nerves. 
In the trunk and limb muscles from this patient, and in 
25 muscle biopsy specimens from the others, 3 stages 
of change were noted. First by migration of nuclei a 
central nuclear chain was formed in the muscle fibre, 
with no increase of hypolemmal nuclei, followed by 
cleavage of muscle with the formation of fibrous septa 
with capillaries. Muscles might be hypertrophic or 
atrophic. In the latter striated annulets might be seen. 
These were not specific and might have been caused by 
loss of elasticity and twisting of elongated fibres. In the 
second stage the degeneration of fibre and sarcolemma 
did not proceed concomitantly, and a more or less thick 
ring of sarcolemma was seen surrounding an atrophied 
fibre, which might have an annulet; later there was 
sarcolemma alone. In the last stage there was atrophy 
with dense connective tissue and fat. 

In the 6 biopsy specimens from cases of myotonia 
congenita there was generally marked muscular hyper- 
trophy with occasional central nuclear rows. The 
appearance was similar to that of the early stage in 
dystrophia myotonica. Gwenvron M. Griffiths 


1419. Experimental Studies on Allergic Phenomena in 


the Gastro-intestinal Tract, with a Review of the Literature. 
A Contribution to the Aetiology of Intestinal Gangrene. 
(Literarische und experimentelle Studien uber allergische 
Phinomene am Magen-Darm-Kanal. Zugleich ein 
Beitrag zur Atiologie des Darmbrandes) 

L. Kostowski and A. DARMBRAND. Frankfurter Zeit- 
schrift fiir Pathologie (Frankfurt. Z. Path.] 62, 184-207, 
April 15, 1951. 8 figs., bibliography. 


The authors survey the literature on intestinal gangrene 
and find that its bacteriological aetiology is only par- 
tially proved; there is much to suggest an allergic process 
as the cause of the syndrome. In experiments on rabbits, 
sensitization against‘human, sheep, and pig serum was 
produced by repeated injections into the veins of the 
ear. When, 6 to 8 days later, 1 to 2 ml. of foreign serum 


was injected through a mesenteric artery, the allergic 


reaction produced in the intestines was very similar to 
the picture seen in intestinal gangrene. 
H. Lehmann 


1420. The Isolation of Hypertensin from the Circulating 
Blood of Normal Dogs with Experimental Renal Hyper- 
tension by Dialysis in an Artificial Kidney : 

L. T. SkeGGs, J. R. KAHN, and N. P. SHumway.  Circu- 
lation [Circulation] 3, 384-389, March, 1951. 7 refs. 


This paper deals with experimental procedures designed 
to determine the place of hypertensin in induced renal 
hypertension in dogs. By means of an artificial kidney, 
dialysates from the blood of hypertensive dogs were 
obtained with a 50 to 80% recovery of hypertensin. 
Hypertensin was obtained in a similar way from normal 
dogs which served as controls. In the first 90 minutes 
of the experiment significantly larger amounts of 
hypertensin were obtained from the hypertensive 


animals than from the normotensive controls, but ° 


during the second 90-minute period there was a marked 


fall in the amount of hypertensin recovered from all the 
animals. The place of, hypertensin in experimental 
hypertension in the dog is discussed; the authors favour 
the view that this substance may play “an important 
role in initiating and maintaining the elevation of blood 
pressure at least in the initial phases of experimental 
renal hypertension ”’. A. I. Suchett-Kaye 


1421. Effects of Adrenalectomy, Desoxycorticosterone 
Acetate and Increased Fluid Intake of Sodium Chloride and 
Bicarbonate by Hypertensive and Normal Rats 

D. C. Tosteson, A. I. C. Derriez, M. ABRAmMs, C. W. 
GoTTSCHALK, and E. M. LaNnpis. American Journal of 
Physiology [Amer. J. Physiol.] 164, 369-379, Feb., 1951. 
3 figs., 27 refs. 


Hypertensive rats will take less sodium chloride and 
sodium bicarbonate, but more water, than normal rats on 
a similar diet (Abrams et al., Amer. J. Physiol., 1949, 
156, 233). The present paper from Harvard Univer- 
sity is concerned with the possible explanations of 
this change in appetite. Six control (sham-operated) 
animals, 8 normotensive adrenalectomized animals (of 
which 6 died within 15 days), and 6 hypertensive adrenal- 
ectomized animals (of which 4 died within 15 days) were 
used. Renal phenolsulphonphthalein clearance was 
estimated; urinary specific-gravity determinations and 
chloride analyses were also carried out. The animals 
required were made hypertensive by encapsulating their 
kidneys in latex. Intake of food and fluids was 
recorded daily, blood pressure and weight weekly. 
The rats were all on a diet containing 0-5°%% sodium; they 
could select water or 0-17 molar solutions of salt or 
sodium bicarbonate freely. 

The change in appetite may be due to altered adrenal 
function, increased fluid intake, or renal insufficiency. 
Both adrenalectomy and the administration of deoxy- 
cortone acetate increased the amount of salt taken by all 
animals, but the hypertensive animals still drank re- 
latively less salt solution than did the controls. Normal 
rats whose food has been diluted so as to increase their 
fluid intake will eat proportionately more salt. In view 
of this finding it was considered unlikely that the slight 
polydipsia of hypertensive rats could account for the 
reduced salt intake. It is concluded that neither the 
adrenal glands nor the increased total fluid intake in 
hypertensive rats can be considered a likely explanation 
of the altered appetite; by exclusion it seems that in 
these experiments disordered renal function is responsible. 

A. T. Macqueen 


1422. Nephrotic Syndrome in Rats 


W. HEYMANN and H. Z. Lunp. Pediatrics [Pediatrics] 7, 


691-706, May, 1951. 11 figs., 11 refs. 


The authors describe the experimental production of 
chronic renal disease in rats by the intravenous injection 
of nephrotoxic rabbit sera. They concluded that the 
disease closely resembled lipaemic nephrosis as seen in 
children. The changes in blood chemistry were similar, 
hypoproteinaemia and hypercholesterolaemia being 
constantly observed. The histological lesion was a 
degenerative one involving glomeruli and _ tubules. 
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Some animals recovered; in others proliferative changes 
with fibrosis occurred, and it was in these animals that 
hypertension and uraemia supervened. It was not 
determined whether the proliferative lesion repre- 
sented a healing of the primary degenerative lesion or 
not. In spite of the resemblance to the disease in human 
beings, the incidence of intercurrent infection was 
remarkably low. G. J. Cunningham 


1423. Liver as a Factor in Experimental Renal Hyper- 
tension 
L. Davis and C. A. TANturRI. Archives of Surgery 
[Arch. Surg., Chicago] 62, 325-334, March, 1951. 5 figs., 
11 refs. 


The authors describe attempts to reduce experimental 
hypertension by producing low-grade hepatic disease 
by means of*changes in the blood flow to the liver. 

Dogs were rendered hypertensive in the usual way by 
constricting the renal arteries and, when the blood 
pressure had settled to the new high level, were subjected 
to a series of surgical procedures. In one group of dogs 
a Goldblatt clamp was placed on the common hepatic 
artery, and the hepatic plexus about the vessel was stripped 
to overcome local vasconstriction; the clamp was com- 
pletely shut and then reopened one turn. In some of 
these animals the liver branches of the hepatic artery were 
subsequently severed. Occlusion of the common 
hepatic artery was not followed by reduction in hyper- 
tension. Severance of the hepatic branches was a fatal 
procedure unless penicillin was given contemporaneously ; 
it produced only a temporary fall of blood pressure. In 
a second group of dogs section of the hepatic plexus had 
no effect on the hypertension. In a third group a clamp 
was placed on the portal vein where it entered the liver; 
placing the clamp was sufficient to reduce the bore of the 
vessel by about half. In all cases this procedure was 
followed by a persistent fall in systemic blood pressure. 
In a fourth group of animals both the hepatic artery and 
portal vein were clamped. In all 5 cases the systemic 
blood pressure fell permanently to normal. 

In an interesting discussion the authors point out that 
their results indicate that in the reduction of Goldblatt 
hypertension, changes in the portal-vein blood flow are 
apparently the more important. The rise in systemic 
blood pressure following the temporary fall after occlusion 
of the common hepatic artery may be due to compensa- 
tory readjustment of the portal-vein blood flow. The 
authors state: “ To rule out the possibility that the decline 
in the systemic blood pressure observed in these experi- 
ments was due to an accumulation of blood in the 
splanchnic area, as the result of the increased portal 
collateral circulation, portacaval shunts were performed 
on the animals with partial occlusion of the portal vein 
and those with partial occlusion of both the portal vein 
and the hepatic artery. This procedure did not alter the 
sustained reduction of the systemic blood pressure but 
did improve the general condition of the animals. In our 
previous report (Surg. Gynec. Obstet., 1949, 89, 360) we 
stated that portal hypertension developed after partial 
occlusion of the portal vein because we accepted the 
presence of dilated abdominal veins as a sign of portal 
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hypertension. In these experiments we measured the 
pressure in the portal vein and found that a portal 
hypertension did not occur. The reduction in systemic 
blood pressure observed in these experiments does not 
occur immediately after partial occlusion of the portal 
vein, which fact suggests an indirect, rather than a direct, 
participation in the mechanism controlling the systemic 
blood pressure. These results also point out that the 
liver plays a role in the humoral mechanism involved in 
experimental renal hypertension and lend support to the 
two current theories which have been proposed to explain 
the mechanism of experimental renal hypertension.” 
[This paper and the discussion which followed it should 
be read in the original by those interested in recent work 
on the homeostatic regulation of the peripheral circula- 
tion.] B. G. Maegraith 


1424. Effect of Tween 80 on the Serum Lipids and the 
Tissues of Cholesterol-fed Rabbits 

T. B. P. Payne and G. L. Durr. Archives of Pathology 
[Arch. Path., Chicago] 51, 379-386, April, 1951. 2 figs., 
16 refs. 


The authors had previously shown that the relation of 


the serum cholesterol level to that of other lipoids and 


of proteins is even more important than the absolute 
level of the sterol itself in the genesis of experimental 
sterol atheroma. In rabbits given cholesterol with 
“tween 80°’ the serum levels of total lipoids and chole- 
sterol both rose. The absence of atheroma under these 
conditions seems to confirm their earlier views. 


Those rabbits which were given cholesterol and received 


tween 80 intravenously showed an extraordinary filling 
of the spleen by lipophages and their presence in the 
hepatic sinusoids and pulmonary capillaries. Sudanophil 
and doubly-refractive material was also present in the 
epithelium of the convoluted tubules. These animals 
had only minimal lipoid deposits in the aorta. 

A. C. Lendrum 


1425. Effects of Gliotoxin and Other Sulfur-containing 
Compounds on Tumor Cells in vitro. With Observations 
on the Mechanism of Action of Gliotoxin 

J. W. Mason and J. G. Kipp. Journal of Immunology 
[J. Immunol.] 66, 99-106, Jan., 1951. 3 figs., 4 refs. 


Gliotoxin is an extractive of Aspergillus fumigatus 
fresenius which has been found to inhibit the growth of 
several types of transplanted tumour cell when these cells 
are suspended in solutions containing it for one hour at 
37° C. between their removal from one host and injec- 
tion into another. The present paper records the com- 
parative findings with gliotoxin and several chemically 
kindred substances on mouse lymphosarcoma cells. 
Gliotoxin itself at a concentration of 1 jpg. per ml. 
completely inhibited the subsequent growth of the 
sarcoma cells, though at a concentration of 0-2 yg. per 
ml. it had little effect. The seven other substances 
studied were less inhibitory to the tumour cells. Glio- 
toxin in concentrations between 6 and 12 yg. per ml. 
proved similarly inhibitory to a mouse mammary 
carcinoma. 

The inhibitory effect of gliotoxin was lessened or 
abolished by its previous admixture with solutions of 
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cysteine, glutathione, monothioglycerol, and BAL. 
Attempts to reverse the inhibitory effect on the neoplastic 
cells by the subsequent addition of these substances, 
however, were unsuccessful. The gliotoxin was equally 
effective as an inhibitor of growth whether exposure took 
place under aerobic or anaerobic conditions. 

The findings both with the gliotoxin-iike and with 
sulphydryl-like compounds suggest that the cyclic di- 
sulphide linkage is essential for an inhibitory effect on 
the tumour cells in vitro. G. Payling Wright 
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1426. The Morphological Study of Tuberculous Lesions 
of the Lung by Means of Silver Impregnation. (Etude 
morphologique des Iésions tuberculeuses du poumon a 
l'aide de imprégnation argentique) 

G. MuritH. Schweizerische Zeitschrift fiir Tuberkulose 
[Schweiz. Z. Tuberk.) 8, 99-135, 1951. 7 figs., 18 refs. 


The author gives an account of the pathology of the 
tuberculous process in general, the technique of histo- 
logical examination by silver impregnation methods, 
the morphology of pulmonary lesions as shown by these 
methods, and the relation between the various structures 
so demonstrated. Paraffin sections fixed in Bouin’s 
solution were stained by GéméGri’s method, consisting 
in treatment with ammoniacal silver nitrate and subse- 
quent reduction with formol. The difference is empha- 
sized between argentophil and argyrophil tissues. The 
former have the power of reducing ammoniacal silver 
nitrate by virtue of reducing substances—for example, 
adrenaline, melanin—already present in their tissues; 
argyrophil tissues can retain the precipitated silver only 
after treatment with a reducing agent, as in G6mOri’s 
method. 

It is concluded that the tuberculous process consists 
of the usual stages cf inflammation—injury, exudation, 
and proliferation. The essential difference in tuberculous 
inflammation lies in the occurrence ‘of caseation, a 
process placed schematically between exudation and 
proliferation. The tubercle is not a particular form 
of tuberculosis; it is simply the result of a mainly 
proliferative inflammatory response excited by caseation 
necrosis. This caseation must occur first, otherwise a 
second process of caseation must be stipulated, with a 
consequent second inflammatory cycle interfering with the 
first and overtaking the tubercles before their evolution is 
complete. The exudate can be absorbed without 
organization, but usually caseation follows the exudative 
phase. The author insists on the alveolar nature of 
the initial lesion, stating that pulmonary tuberculosis 
begins as an “ alveolitis ’’ as in every other lung inflam- 
mation. 

Silver impregnation permits the minute study of the 
Cicatrization of the caseating centre of the tubercle, and 
demonstrates clearly: (1) the part played by the peri- 
pheral granuloma in the process by production of 
fibrils invading the centre; and (2) transformation of 
these fibrils and those already present in the centre into 
collagen tissue. René Méndez 


1427. Pathology of the Pulmonary Vascular Tree. 
III. The Structure of the Intrapulmonary Arteries in Cor 
Triloculare Biatriatum with Subaortic Stenosis 

J. E. Epwarps and W. B. CHAMBERLIN. Circulation 
[Circulation] 3, 524-530, April, 1951. 2 figs., 13 refs. 


In a report on the pulmonary vasculature in 2 cases 
of trilocular heart with a single ventricle the authors 
lay stress on the possible part played by these vessels 
in governing the distribution of blood from the heart. 
In this condition, as in others such as the Eisenmenger 
complex, coarctation of the aorta proximal to a patent 
ductus arteriosus, and the Taussig—Bing complex, there 
is a ventricular ejectile force common to both pulmonary 
and systemic circulations. 

In all of these conditions the walls of the pulmonary 
arteries are thickened as a result of medial muscular 
hypertrophy, the vessels bearing a distinct resemblance 
to those seen in the normal foetus. The authors con- 
sider that the tonus of this muscle controls the amount 
of blood delivered to the lungs. In the present cases 
where, in addition, subaortic stenosis existed, such a 
mechanism would appear to be essential in order to 
avoid excessive amounts of blood being poured into the 
pulmonary vascular bed. In one case there was also 
considerable narrowing of the vessels as a result of 
subintimal fibrosis. 

The authors therefore make the interesting suggestion 
that the medial musculature of the pulmonary vessels 
may give rise to pulmonary hypertension in any of the 
above conditions; and that once the hypertension 
becomes established it may give rise to the intimal 
degenerative lesion. G. J. Cunningham 


1428. Pneumoconiosis. A Histological Survey of 
Necropsy Material in 1,205 Cases 

S. R. Gioyne. Lancet [Lancet] 1, 810-814, April 14, 
1951. 1 fig., 18 refs. 


Out of 1,247 lungs, or portions of lungs, received by 
the author during the years 1929-49 for examination 
for the presence of disease attributable to dust, sufficient 
details of 1,205 were obtained for analysis. Of these 
394 came from pottery workers, 302 from coal-miners, 
132 from asbestos workers, 103 from stonemasons and | 
quarriers, 102 from iron or steel foundry workers, metal 
grinders, or sandblasters, and 172 from workers in 
miscellaneous occupations. Silicosis was found in 
796 cases, other forms of pneumoconiosis in 240 (mainly 
asbestos workers and coalminers), and no pneumoconi- 
osis in 169 (mainly workers in miscellaneous , occu- 
pations). 

The mean age at death of asbestos workers was 
considerably lower than that of any other group in this 
series. Tuberculosis was present in 58-6% of cases of 
silicosis, and in 32°% of the other forms of pneumoconiosis 
(43% in the combined groups). Carcinoma of the 
bronchus was found in 7:7% of cases showing pneumo- 
coniosis and in 8-3°% of those without fibrosis due to 
dust; there may well have been selection in sending 
cases for examination, and no satisfactory control group 
was available for comparison. In the group of asbestos 
workers primary lung tumours were found in 14°, 
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(19-6% in males and 9-7% in females), and it seems 
certain that this is higher than in the general population. 
H. E. Harding 


1429. Cytology of Hyperplastic Pancreatic Islets in 
Addison’s Disease 

D. L. HINERMAN. Archives of Pathology [Arch. Path., 
Chicago] 51, 539-547, May, 1951. 4 figs., 41 refs. 


Examination of pancreatic tissue from 18 fatal cases 
of Addison’s disease (8 tuberculosis, 5 primary atrophy, 
4 amyloid disease, 1 histoplasmosis) showed marked 
increase in the amount of islet tissue. The islets were 
increased both in number and in average size, while in 
most cases the acinar tissue was reduced in amount. 
All cells in the islets were increased in number, but on 
the whole the proportion of 8 cells (normally 75 to 90°%) 
was reduced (36 to 76%). The f cells contained abundant 
granules; this is considered by the author to be due 
to storage of substances related to insulin, not necessarily 
to increased production of such substances. Attention 
is drawn to the marked “ lability ’ of islet tissue, par- 
ticularly in disease of the adrenal cortex. 

C. L. Oakley 


1430. Fuchsinophilia in the Adrenal Cortex. A Critical 
Examination of the Broster—Vines Technic 

A. D. Zinsser and H. H. Zinsser. Archives of Patho- 
logy [Arch. Path., Chicago] 51, 393-398, April, 1951. 
1 fig., 33 refs. 


The authors have studied fuchsinophilia in the adrenal 
cortex (Broster and Vines) in murine and human tissue. 
It is suggested that a ketosteroid—protein complex is the 
material which stains by these methods. 

A. C. Lendrum 


1431. The Bone Marrow in Hyperthyroidism and 
Hypothyroidism 

A. R. AxeLtrop and L. BERMAN. Blood [Blood] 6, 
436-453, May, 1951. 7 figs., bibliography. 


The authors review the relevant literature and report 
an investigation of the bone marrow in 26 patients with 
hyperthyroidism and 9 with myxoedema. Sternal 
marrow was obtained by aspiration biopsy, and 
serial sections were available for study (the examina- 
tion of serial sections was found to give more reliable 
information than the volumetric determination of fat 
and cell content of aspirated marrow samples). In 
hyperthyroidism there was an increase in myeloid and 
erythroid cells in the sternal marrow. There was also 
an increase in lymphoid tissue, and the fat content of the 
marrow was low. In hypothyroidism the sternal marrow 
was hypoplastic. P. C. Reynell 


1432. Observations on the Phosphatase Content of 
Blood and Bone Marrow Cells in Normal and Pathologic 
Hemopoiesis 

W. Kerppoia. Blood [Blood] 6, 454-465, May, 1951. 
15 figs., 17 refs. 


The acid and alkaline phosphatase content of blood 
and bone-marrow cells has been determined by histo- 
chemical methods in healthy individuals and in those 
with a number of different diseases. Normally, alkaline 
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phosphatase can be detected sparsely in haemoglobin. 
containing blood corpuscles only. When there is acceler- 
ated regeneration of blood, as after acute blood loss, 
alkaline phosphatase is present in increased amount, 
first in the bone marrow and then in the peripheral 
blood. Usually the bodies stained seem to represent 
intracellular or expelled normoblast nuclei in varying 
stages of disintegration. A high concentration of 
alkaline phosphatase was found in the erythrocytes in 
a case of familial spherocytosis and in patients with 
pernicious anaemia during the reticulocyte response to 
therapy. It was sometimes found in other conditions, 
such as effort syndrome and rheumatoid arthritis. In 
some diseases an increased concentration of alkaline 
phosphatase was found in the cytoplasm of neutrophils 
and metamyelocytes, particularly in disintegrating cells. 
Acid phosphatase can seldom be demonstrated in the 
blood of normal individuals except when blood formation 
is accelerated. It was found in polycythaemia vera and 
occasionally in other conditions. P. C. Reynell 


1433. The Occurrence of Peripheral Deposits of Lipid in 
Atheromatous Plaques of Arteries 

S. L. WILeNs. American Heart Journal [Amer. Heart J.] 
41, 718-726, May, 1951. 12 figs., 8 refs. 


Fat-laden phagocytes are frequent in the edges of old 
atheromatous plaques. It is suggested that these are new 
deposits, and that extension of the plaque occurs by 
fibrosis of such areas. Deposits of fat in such sites may 
be the result of immobility due to the pre-existing fibrotic 
area. D. Verel 


1434. The Occurrence of Russell Bodies and Protein 
Crystals in Chronic Inflammations. (Uber das Vorkom- 
men von Russellschen K6rperchen und Eiweisskrystallen 
bei chronischen Entziindungen) 

U. Kanzow. Frankfurter Zeitschrift fiir Pathologie 
[Frankfurt. Z. Path.| 62, 232-254, April 15, 1951. 
18 figs., 49 refs. 


In 22 consecutive cases of chronic inflammation 
Russell bodies were invariably found. In this paper are 
reproduced photographs and drawings of these bodies 
lying in the cytoplasm of plasma cells, and occasionally 
also in the nucleus or extracellularly between two plasma 
cells; in one case Russell bodies were found in a 
fibrocyte. H. Lehmann 


1435. Intimal Vascularisation and Atherosclerosis 
E. GeEIRINGER. Journal of Pathology and Bacteriology 
[J. Path. Bact.] 63, 201-211, April, 1951. 8 figs., 18 refs. 


The material for this study of intimal vascularization 
and atherosclerosis consisted of 300 aortas and sections 
from 100 hearts. The author found that the normal 
intima is an avascular structure: it derives its nutrition 
directly from the blood in the lumen of the vessel. 
Should the thickness of the intima exceed 0-5 mm. in 
the aorta or 0-35 mm. in the first inch (2-5 cm.) of the 
anterior descending branch of the left coronary artery, 
however, vascularization will occur, whether or not 
atheroma be present—that is, intimal vascularization 
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is a phenomenon secondary to excessive intimal growth 
and is not due to atheroma per se. 

Three types of intimal plexus were found: transmedial 
vascularization, vascularization from the lumen, and a 
combination of the two processes. Transmedial vascu- 
larization consists of the penetration of adventitial 
vessels into the media. Eventually they pass through 
the internal elastic lamina, thus becoming intimal. 
This type of vascularization is found where the intima 
has thickened by slow degrees, and is seen most fre- 
quently in the fibrous hyperplasia, without atheroma, 
of the coronary arteries of the aged. 

Vascularization from the lumen is met with in plaques 
of thrombotic origin and represents the remnants of the 
vascularization which any mural thrombus undergoes in 
the course of organization. If the added thrombus 
creates an intima too thick to be nourished by filtration 
from the main lumen, a part of the thrombotic plexus 
will remain patent and spread itself in the intima at 
roughly the critical distance from the lumen. This type 
of vascularization is found much more commonly in 
the aorta than in the coronary arteries. The combined 
form of vascularization is probably due to thrombosis 
occurring Over an intima. already possessing a trans- 
medial blood supply. 

Intimal necrosis may result from failure of an incorpor- 
ated mural thrombus to retain or acquire a sufficient 
blood supply: or where adequate vascularization has 
occurred, the supplying vessels may become thrombosed:; 
or infarction may occur from sudden lowering of the 
blood pressure. Where the thickened intima is mainly 
fibrous. hyaline necrosis results, while infarction of an 
atherosclerotic focus results in classical atheroma. 
Thrombosis over infarcted plaques is probably due to 
release of thromboplastins from the necrotic material 
within. As a result of intimal necrosis there occur 
embolism, increased tendency to clotting of the blood, 
and possibly spasm of related parts of the arterial tree. 

The author points out that these findings can be 
studied in routine sections. R. B. Lucas 


1436. Hepatic Abnormalities in Congestive Heart Failure. 
Needle Biopsy Studies 

T. J. WHite, R. B. WALLACE, A. M. Gnassi, N. F. Kemp, 
H. P. Price, and C. M. Leevy. Circulation [Circulation] 
3, 501-507, April, 1951. 3 figs., 21 refs. 


After maximum response to routine cardiac therapy, 
needle biopsy of the liver was performed by the Vim- 
Silverman technique on 30 patients with congestive 
heart failure, and the histological appearances compared 
with the clinical and biochemical findings. Congestive 
heart failure had been present for from 6 months to 
2 years. There was Grade-4 functional capacity in 
20 cases, auricular fibrillation in 14, persistent hepato- 
megaly in 25, splenomegaly in 11, and refractory ascites 
in 14, 

The biopsy examination revealed normal liver in 17 
Cases, portal cirrhosis in 6, focal areas of infiltration in 
5, central necrosis with chronic passive congestion in 1, 
and pericentral-vein fibrosis in 1. Of 6 patients with 
jaundice, 3 had normal liver histology, 2 had portal cir- 
M—2B 
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rhosis, and 1 central necrosis; pulmonary infarction was 
considered more important than hepatic dysfunction. 
Splenomegaly was associated with auricular fibrillation 
in 9 of the 11 cases; in the absence of correlation with 
abnormal hepatic findings, the authors concluded that 
the splenic enlargement was secondary to embolism. 

There was no correlation between the biopsy findings 
and the degree of heart failure, heart size, type of rhythm, 
duration of failure (in 2 instances there was normal 
histology after persistent failure of 8 years’ duration), 
or the liver function tests. Alcoholism and dietary 
deficiency complicated the findings in 17 cases. Of the 
remainder there was normal hepatic histology in 9, 
focal infiltrations in 3, and central necrosis in 1. 

[These results are remarkable, but would be easier 
to assess if more were known of the size of the biopsy 
specimens. ] Richard Terry 


1437. Endocardial Sclerosis. Review of Changing Con- 
cepts with Report of Six Cases 

H. W. Epmonps and W. B. SEeELye. Pediatrics 
[Pediatrics] 7, 651-659, May, 1951. 6 figs., 8 refs. 


Six cases of the condition known as foetal endocarditis, 
fibro-elastosis of the endocardium, or endocardial 
fibrosis, are reported together with necropsy findings. 
As in previously recorded cases the occurrence of the 
disease in infancy, the presence of the lesions in the left 
side of the heart, and the frequency of sudden death are 
stressed. After discussing various theories the authors 
agree with other workers that the aetiology is develop- 
mental rather than inflammatory, and that the heart 
failure which supervenes is due to intramyocardial 
congestion caused by occlusion of capillary drainage 
into the left ventricle as a result of gross endocardial 
thickening. G. J. Cunningham 


1438. Lymphoid Lesions in Poliomyelitis 

S. C. Sommers, J. C. Witson, and F. W. HARTMAN. 
Journal of Experimental Medicine [J. exp. Med.] 93, 
505-511, May, 1951. 6 figs., 25 refs. 


The authors have studied 50 cases of poliomyelitis 
post mortem. Apart from the lesions in the central 
nervous system, the mesenteric lymph nodes, solitary 
follicles, and Peyer’s patches in the intestines were found 
to be prominent, enlarged, moist, succulent, and con- 
gested. The spleen showed similar changes, which 
were particularly marked in cases where there had been 
a rapid course with the development of bulbar paralysis. 
The germinal centres were oedematous and the reticulum 
cells showed swelling, pyknosis, irregular staining of the 
nuclei, or karyorrhexis. Some cells were multinucleate. 

It was considered that these lymphoid changes might 
have preceded the entry of the virus into the central 
nervous system. An experiment was therefore conducted 
in which Swiss albino mice were exposed to poliomyelitis 
virus after the lymphoid tissues had previously been 
damaged, the agents used to cause this damage being 
x-ray irradiation of the whole body, aminopterin, and 
adrenocorticotrophic hormone. . Poliomyelitis virus 
(MEF 1 strain) was administered intracerebrally, intra- 
peritoneally, and orally. The proportion of mice con- 
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tracting poliomyelitis (25%) was higher than in a control 
series (8%). 

It is suggested that there are four main defence 
barriers against the invasion of the body by poliomyelitis 
virus—gastro-intestinal, lymphoid, nervous-tissue, and 
nerve-cell defence barriers. D. M. Stern 


1439. Osseous Changes in Congenital Biliary Stenosis 
R. C. Henprix. Archives of Pathology [Arch. Path., 
Chicago] 51, 518-526, May, 1951. 6 figs., 13 refs. 


Macroscopical and histological examination of costo- 
chondral junctions and vertebrae (where available) were 
carried out on 12 children (varying in age from 64 hours 
to 8 months) who had died from congenital biliary 
stenosis. Bones from 2 of the youngest patients showed 
no sign of rickets, macroscopically or microscopically. 
The 5 oldest patients showed signs of rickets on clinical 
or radiological examination, confirmed histologically. 
In the remaining 5 cases there were no macroscopic 
changes; histologically, there was slight or doubtful 
increase in osteoid tissue, so that incipient rickets could 


not be excluded. ° C. L. Oakley 
1440. Glomerular Lipidosis in Intercapillary Glomerulo- 
sclerosis 


S. L. Wutens, S. K. Exster, and J. P. BAKER. Annals 
of Internal Medicine {Ann. intern. Med.| 34, 592-607, 
March, 1951. 6 figs., 12 refs. 


The detection of large amounts of glomerular fat in 
routine sections of kidneys at the Bellevue Hospital, New 
York, caused the authors to study 21 sections of kidneys 
from patients in whom a diagnosis of intercapillary 
glomerulosclerosis had been made. Control groups of 
20 kidneys each, classified as cases of glomerulonephritis, 
miscellaneous, arteriolar nephrosclerosis, diabetes plus 
hypertension, diabetes, and normal kidneys, were ex- 
amined in identical fashion. 

In 10 of the 21 cases of intercapillary glomerulo- 
sclerosis the glomeruli contained appreciable amounts of 
lipoid, whereas the proportion in the cases of glomerulo- 
nephritis was as low as 15°, in arteriolar nephrosclerosis 
and diabetes plus hypertension 10° each, and in the 
rest 5% or less. The distribution of the fat also 
was striking, since in intercapillary glomerulosclerosis 
many of the tufts were completely filled with fat, and 
in glomeruli with smaller deposits the lipoid appeared 
as ball-like masses between the capillary loops, both 
being features not observed in any of the control 
groups, the kidneys of which showed fat either in the walls 
of capillary loops undergoing hyaline necrosis, inside 
Bowman’s capsule, or as a faintly staining film of lipoid 
impregnating hyalinized tufts. 

From the fact that there is a correlation betweén the 
amount of fat present in the glomeruli and the severity 
of-lesions in intercapillary glomerulosclerosis, as well as 
from the form and location of deposits, the authors con- 
clude that the intraglomerular lipoids are of primary 
importance in the development of the condition, a view 
strongly supported by photomicrographs which are re- 
produced showing fat-containing glomeruli normal in 
size or even enlarged. 


As regards intercapillary glomerulosclerosis in persons 
with both diabetes and hypertension, the authors suggest 
that a combination of hyperlipaemia of diabetes and 
elevated intraglomerular blood pressure due to an early 
hypertension might cause permeability of the capillaries 
for lipoid substances. J. A. W. Dressler 


1441. Jejunum  Histopathological Studies through 
Surgical Biopsy in a Case of Tropical Sprue in Relapse 
F. MiLanes, P. Leon, and A. Causa. Review of Gastro- 
enterology (Rev. Gastroent.] 18, 182-192, March, 1951, 
5 figs., 10 refs. 


The authors describe a case of tropical sprue occurring 
in a white woman in Cuba who was admitted to hospital 
primarily for resection of a giant ovarian cyst. The 
sprue symptoms had developed some months before ad- 
mission, when she began to pass large, light-coloured, 
foul, liquid stools and developed flatulence, anorexia, 
and sore tongue. When the patient was admitted, dry 
faeces contained 39% total fat; 19° of fat was lost 
in 24 hours. The glucose tolerance curve was flat. 
There was achlorhydria with weak response to histamine. 
The erythrocyte count was 2,600,000 per c.mm., haemo- 
globin 10 g. per 100 ml. 

The cyst was removed and during the operation a 
fragment of jejunum (which looked normal macro- 
scopically) was removed. Histological examination of 
this biopsy material showed that the villi were short 
and thickened. The epithelium was atrophied and the 
subepithelial connective tissue was oedematous and 
infiltrated with lymphocytes and plasma cells. The 
muscularis mucosae was thin and infiltrated with 
** inflammatory cells”. The muscular layers were thin 
and the fibres separated by oedema. There were 
changes in Auerbach’s plexus, including some hydropic 
changes in the neurones. 

[The diagnosis of tropical sprue is open to question 
in the light of the gynaecological condition.] 

B. G. Maegraith 
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1442. The Sedimentation Reaction in Relation to the 
Plasma Protein as a Criterion of Therapeutic Effect. [In 
English] 

A. WESTERGREN and S. StAveNow. Acta Medica 
Scandinavica [Acta med. scand.] 139, 214-228, 1951. 
2 figs., bibliography. 


In a series of 37 patients with tuberculosis the 
erythrocyte sedimentation rate, plasma protein level, 
and blood cholesterol content were determined, and 
electrophoretic analysis of serum fibrinogen, globulin, and 
albumin carried out before, during, and after treat- 
ment with p-aminosalicylic acid (PAS), combined 
sometimes with streptomycin. The serum fibrinogen 
and globulin levels decreased roughly parallel with 
decreases in the erythrocyte sedimentation rate as a result 
of treatment. Mathematical considerations and the 


establishment of various ratios confirm this finding. — 
When cyanosis or uncompensated cardiac disease is 
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present, the carbon dioxide content of blood increases, 
leading to an increase in the size of the erythrocytes and 
in turn to accdleration of the sedimentation rate, which 
js regarded as normal when it is 4 to 7 mm. per hour for 
men and 8 to 11 mm. for women. In cachexia the 
erythrocyte sedimentation rate is often paradoxically 
decreased. A fall in the sedimentation rate is not due 
to a direct effect of PAS. E. Neumark 


1443. The Value of Blood Pyruvic Acid Estimations 
during the Performance of the Glucose Tolerance Test. 
(Intérét du dosage simultané de la glycémie et de la 
pyruvicemie au cours de l’épreuve de tolérance au 
glucose) 

L. DE GENNES, S. Bonrits, and G. DELTOUR. Presse 
Médicale [Pr. méd.| 59, 497-499, April 14, 1951. 1 fig. 


Simultaneous blood glucose and blood pyruvate 
estimations were performed at 4-hourly intervals after 
administration of 50 g. of glucose to fasting subjects. 
Concentration of pyruvate in the blood was roughly 
1/100 that of the glucose. In normal subjects the peak 
blood glucose level was at 30 minutes, but the peak 
blood pyruvate level was at about 60 minutes. Both 
returned to normal in 2 hours. In diabetics the rise in 
blood pyruvate level was either small or absent, while 
in cases of obesity it was also smaller than normal and 
might be lacking. In alcoholic cirrhosis there was a 
delayed but steady rise in pyruvate level, maximal 
at 90 to 120 minutes. In cases of Cushing’s syn- 
drome the rise tended to be higher and to be more 
sustained. 

The significance and value of the blood pyruvate 
curve are discussed. It is suggested that the test may 
be able to detect incipient diabetes before this is revealed 
by the blood sugar curve. C. L. Cope 


1444. Variations in Anti-hyaluronidase Titre of Normal 
Human Serum with Age and Sex 

H. H. HeNsteLtt and R. I. FREEDMAN. Proceedings of 
the Society for Experimental Biology and Medicine [Proc. 
Soc. exp. Biol., N. Y.] 76, 238-239, Feb., 1951. 7 refs. 


The authors investigated by a viscosimetric method 
the antihyaluronidase level in normal human serum. 
They found that the mean antihyaluronidase titre 
(percentage inhibition) is the same between the ages of 
21 and 30 years for both sexes. Above this age level a 
difference in titre appears in the two sexes, that of the 


female (38-0°%) being significantly higher than that of © 


the male (28-2). The authors suggest that this may be 
related to the menopause. R. Winston Evans 


1445. The Diagnostic Value of Differentiating between 
Morphologically Identical Cells by Tissue Culture 

M. E. Sano and C. T. BELLO. American Journal of 
Surgery [Amer. J. Surg.] 81, 515-520, May, 1951. 
8 figs., 10 refs. 


The authors use tissue culture to distinguish between 
morphologically identical cells from different patho- 
logical conditions. They describe 4 cases, in 3 of which 
Pleural effusion showed only lymphocytes or monocytes 
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on routine examination. On tissue culture of the centri- 
fuged deposits giant cells were seen in 1 case (later 
proved tuberculous); in the second case (in which the 
patient remained well) only a few lymphocytes were seen; 
and in the third case a diagnosis of reticulum-cell 
sarcoma was made, and confirmed by lymph-node 
biopsy. In a known case of Boeck’s sarcoid large giant 
cells developed in tissue culture of a lymph node. 
Peter Story 


1446. Studies on the Laboratory Diagnosis of Cystic 
Fibrosis of the Pancreas. Positive Gelatin Film Tests due 
to Gelatin-liquefying Bacteria in Feces and Duodenal 
Juice 

D. E. JoHNSTONE and E. NETER. 
7, 483-489, April, 1951. 9 refs. 


Cystic fibrosis of the pancreas implies the absence 
or marked decrease of trypsin in the duodenal juice 
and/or faeces. The method for the determination 
of trypsin which has been described by Shwachman and 
his colleagues (Amer. J. Dis. Child., 1943, 66, 418; 
Pediatrics, 1949, 4, 222) is based on the liquefaction of 
gelatin film by trypsin. The question has been raised 
as to whether the presence of gelatin-liquefying bacteria 
in the intestinal tract may be responsible for false 
positive results of the gelatin-film test. The present 
paper reports on 78 children in whom a diagnosis of 
cystic disease of the pancreas was made and who were 
studied in relation to: (1) the incidence of apparently 
false positive results of the test; (2) incidence of 
gelatin-liquefying bacteria in the faeces, duodenal juice, 
and throat; (3) methods for differentiating gelatin 
liquefaction by pancreatic trypsin from that by gelatin- 
liquefying bacteria; (4) the effect of penicillin therapy 
on the incidence of false positive tests. 

In faecal specimens from 48 out of 78 patients the 
gelatin-film test was positive and gelatin-liquefying bac- 
teria were present in the faeces of 44 out of 45 of these 
cases; on the other hand, gelatin-liquefying bacteria 
were rarely present (2 out of 28 cases) in the faeces which 
were negative to the gelatin-film test. Titration of the 
faecal specimen was of value in differentiation: only 
2 of 48 patients gave false positive results in a dilution 
of 1 in 100; 9 did so in a dilution of 1 in 25, and 33 
in a dilution of 1 in 10; whereas it has been reported 
that the faeces of normal children of all ages usually 
are positive to the gelatin-film test in a dilution of 
1 in 100. In 10 patients whose duodenal juice contained 
gelatin-liquefying bacteria, positive test results in a 
dilution of 1 in 5 were obtained. Soy-bean trypsin- 
inhibitor inhibited the action of small amounts of 
trypsin in the faeces (that is, if apparently false posi- 
tive faeces were diluted to 1 in 5 or less), but it did 
not inhibit bacterial gelatinase. During penicillin 
therapy the incidence of Gram-negative  gelatin- 
liquefying bacteria in the throat and faeces, and therefore 
the incidence of positive test findings, was considerably 
higher than in untreated patients. The administration 
of pancreatin also invalidated the test. 

On the basis of these findings some modifications 
of the Shwachman method are recommended by the 
authors. Joseph Parness 
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1447. Nontoxic Influenza Virus 


P. McKee. Journal of Immunology [J. Immunol.] 66, 
151-167, Feb., 1951. 1 fig., 12 refs. 


A strain of influenza-A virus was used which, although 
not mouse-adapted, produced toxic changes in mice 
following its intracerebral or intranasal injection. 
Inoculation of chick embryos with undiluted allantoic 
fluid containing this virus usually produced a virus non- 
toxic to mice—a phenomenon which could not be demon- 
strated after mouse-adaptation. Attempts to stabilize 
non-toxic virus were unsuccessful; after 30 embryo 
passages dilution of inoculum produced toxic virus. 

Experiments were made to compare toxic and non-toxic 
virus in haemagglutination titres (after 48 hours’ incuba- 
tion), complement-fixing and antibody-combining power, 
antigenicity, and speed of sedimentation: no signi- 
ficant differences were found. The agent which produces 
non-toxic virus is apparently adsorbed on and eluted 
from chicken erythrocytes in the same way as is influenza 
virus, and is not separable by dialysis. The two viruses 
(when equal as judged by haemagglutination titre) 
differed in that the egg-infectivity titre of toxic virus was 
higher and the dialysis rate for urates and chlorides was 
greater from allantoic fluid containing non-toxic virus; 
the toxic virus was carried down with the precipitate 
following dialysis and concentration of allantoic fluid. 

The paper is presened as a progress report; experi- 
mental findings are discussed without reaching firm 
conclusions as to the mode of production of non-toxic 
virus. Peter Story 


1448. Studies on the Life Cycle of Spirochetes. V. The 
Life Cycle of the Nichols Nonpathogenic Treponema 
pallidum in Culture 

E. D. DeLamater, M. HAAngs, and R. H. WIGGALL. 
American Journal of Syphilis, Gonorrhea and Venereal 
Diseases [Amer. J. Syph.| 35, 164-179, March, 1951. 
57 figs., 41 refs. 


1449. Studies on the Life Cycle of Spirochetes. VI: The 
Life Cycle of the Nichols Nonpathogenic Treponema 
pallidum in the Embryonated Hen’s Egg 

E. D. DeELAMATER, M. HAANgs, and R. H. WIGGALL. 
American Journal of Syphilis, Gonorrhea and Venereal 
Diseases [Amer. J. Svph.] 35, 180-188, March, 1951. 
66 figs., 6 refs. 


1450. The Survival Time of the Rickettsias of Murine 
Typhus in Infected Flea Feces 

E. R. RicKarD. American Journal of Tropical Medicine 
[Amer. J. trop. Med.] 31, 306-310, May, 1951. 9 refs. 


Samples of murine typhus-infected feces from fleas, 
Xenopsylla cheopis, remained infectious for roof rats by 
intraperitoneal inoculation in a high percentage of cases 
until 48 hours after the passage of the feces. Under 
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the conditions of the experiments, at 72 hours after 
passage only 20% of the samples were infectious and at 
96 hours all the samples of feces tested had become non. 
infectious.—[Author’s summary.] 


1451. Effect of Temperature on Survival of Chick 
Embryos Infected Intravenously with Cryptococcus neo- 
formans (Torula histolytica) 

A. M. KLIGMAN, A. P. CRANE, and R. F. Norris, 
American Journal of the Medical Sciences [Amer. J. med, 
Sci.] 221, 273-278, March, 1951. 5 refs. 


BACTERIA 


1452. Comparative Morphology of Acid-fast Bacilli 

D. W. WILL, F. BisHop, E. BoGEN, A. H. K. DJANG, and 
C.M. CARPENTER. Diseases of the Chest | Dis. Chest} 19, 
387-408, April, 1951. 6 figs., 8 refs. 


The authors describe the colonial appearances of 12 
strains of Mycobacteria growing on 5 different media. 
Virulent and avirulent human and bovine types of Myco, 
tuberculosis, an avian strain, and saprophytic Myco- 
bacteria were examined and the appearances of the 
bacilli at various stages of growth under the ordinary, 
the phase-contrast, and the electron microscope are 
described in detail. 

[The authors omit to describe the composition of one 
of the media employed.] J. E. M. Whitehead 


1453. Streptomycin Resistance in Strains of Tubercle 
Bacilli coming from Different Pulmonary Lesions in the 
Same Patient. (La streptomycino-résistance de souches 
de bacilles de Koch provenant de lésions pulmonaires 
différentes d'un méme malade) 

G. Canetti and A. SAENZ., Annales de I’ Institut Pasteur 
[Ann. Inst. Pasteur] 80, 238-254, March, 1951. 20 refs. 


A series of lungs from 24 persons with pulmonary 
tuberculosis who had died after receiving streptomycin 
were examined to determine the sensitivity of the tubercle 
bacilli isolated from different lesions. In 8 cases the 
strains isolated from the different lesions of the same 
patient had the same degree of sensitivity; in 5 cases 
tubercle bacilli with slightly different degrees of sensitivity 
were isolated, but the differences were not statistically 
significant. In 11 patients tubercle bacilli of very 
different sensitivity were isolated, and in 7 cases some 
quite sensitive bacilli from one site, and from others 
bacilli which were not inactivated by 1,000 g. per ml. 
In 4 patients some bacilli were feebly resistant and 
others highly resistant. The chances of isolating bacilli 
of different sensitivity were best in patients who have 
not been treated for long periods. 

The frequency and the degree of resistance of the strains 
of Mycobacterium tuberculosis isolated were directly 
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related to the content of the lesions in bacilli. Thus, 
lesions yielding less than 100 colonies gave rise to 484% 
of sensitive strains, 25-8% of moderately resistant strains, 
and 258% of highly resistant strains. If the lesions 
yielded more than 1,000 colonies the figures were 10-9°% 
of sensitive strains, 21-7% of moderately resistant strains, 
and 67°4°% of highly resistant strains. Lesions with 
soft caseation yielded resistant strains more often than 
did more solid lesions. This difference was usually due 
to the fact that the softer lesions contained more tubercle 
bacilli, but possibly the nature of the lesion played 
some part apart from the number of bacilli present. 
G. M. Findlay 


1454. The Extreme Figures of Streptomycin-resistance in 
Koch’s Bacillus. (Les taux extrémes de la streptomycino- 
résistance du bacille de Koch) 

A. SAENZ and G. Canetti. Annales de l'Institut Pasteur 
[Ann. Inst. Pasteur] 80, 319-320, March, 1951. 1 ref. 


The usual figures for streptomycin resistance in the 
tubercle bacillus are 50, 100, or even 1,000 yg. of strepto- 
mycin per ml. These concentrations are, of course, 
sufficient to ensure that the strain of tubercle bacillus is 
quite resistant to chemotherapy, since it is not possible 
to produce concentrations of these orders in the serum. 
An attempt was made to ascertain what was the actual 
degree of resistance. Of 50 strains examined 18 were 
found to-grow in concentrations greater than 50,000 yg. 
of streptomycin per ml.; 1 grew in 50,000 wg. per ml., 
1 in 20,000 yg. per ml., 11 in 10,000 yg. per ml., 13 in 
5,000 zg. per ml., and 6 in 2,000 yg. per ml. Of 30 
strains from patients who had been treated for less than 
100 days with 1 g. daily, 24 grew in 10,000 yg. or more 
of streptomycin per ml., while 6 grew in 20,000 to more 
than 50,000 jxg. streptomycin per ml. Of 20 strains 
isolated from patients who had been treated with 1 g. 
daily for more than 100 days, 14 were capable of growth 
in from 20,000 to more than 50,000 jg. per ml., whereas 
6 grew in from 2,000 to 10,000 yg. streptomycin per ml. 
Resistance thus continues to increase throughout the 
period of streptomycin therapy. G. M. Findlay 


1455. Bacteriological Aspects of Gastroenteritis in 
Infants 

R. MusHin. Australian Journal of Experimental Biology 
and Medical Science [Aust. J. exp. Biol. med. Sci.| 28, 
493-508, Sept., 1950. 48 refs. 


The author describes a bacteriological survey, covering 
22 consecutive months, of cases of gastro-enteritis in a 
children’s hospital in Melbourne. ‘In addition to 
the common pathogens of Salmonella and Shigella 
species being isolated, the possible role of other Gram- 
negative non-lactose-fermenting and late-lactose-fermen- 
ting bacilli in infantile gastro-enteritis was investigated; 
at the same time the faeces of normal children were 
examined for the occurrence of these species. 

The clinical group consisted of 470 children who were 
admitted with primary gastro-enteritis or who had con- 
tracted the disease in hospital; the great majority of 
children in this group were less than 1 year old. The 
control group contained 115 children of similar age. All 
faecal specimens were preserved in 30% glycerol saline 
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and then plated out on appropriate selective media such 
as MacConkey agar, desoxycholate agar, ‘*‘ SS ’’ medium, 
or tetrathionate broth. Gram-negative non- and late- 
lactose-fermenting bacilli were recovered from 66% of 
stools from cases of gastro-enteritis and 38% of normal 
stools. Recognized pathogens such as Shigella sonnei 
and Salmonella species constituted 24% of the bacteria 
isolated from gastro-enteritic patients’ stools. Mucus 
was frequently observed in both normal and abnormal 
stools, so that its presence in such cases is of no diag- 
nostic value. 

Proteus was isolated from 40% of abnormal stools and 
26% of normal stools, the best medium for this species 
being the “SS’’. In all, 217 strains were isolated, of 
which P. mirabilis predominated in both normal and 
abnormal cases. P. morganii was recovered more 
frequently from normal than from abnormal stools, the 
reverse being true for P. mirabilis and P. vulgaris. Direct 
plating of faeces from normal breast-fed babies on to 
MacConkey or SS medium yielded little growth of 
Proteus, but in abnormal stools there were usually many 
more Proteus than coliform bacilli. Hence recovery of 
small numbers of Proteus may be of no pathological 
significance, but the presence of a relative abundance of 
this species probably indicates some intestinal disturbance. 

The second most frequently isolated organisms were 
of the paracolon group, 24° being recovered from the 
clinical material and 18% from normal cases. Para- 
colobactrum coliforme Type I was the dominant strain. 
Again the pathological significance of these organisms 
is largely determined by their relative abundance. 

Strains of Salmonella were isolated from 21:1% of 
clinical cases, and included Salm. derby (64%), Salm. 
typhi-murium (23°), as well as the rare Salm. worthington 
and Salm. oregon in isolated cases. Infection with 
Shigella was mainly due to Sh. sonnei. All Shigella 
strains were recovered from the less selective media, 
on which two distinct types of colony were observed: 
one type showed an undulating edge and the other 
an entire edge, only organisms from the former type 
of colony being agglutinable by standard diagnostic 
sera. [This is an observation of considerable diagnostic 
importance.] An antiserum prepared against the entire- 
edged type gave titres of | in 640 against the homologous 
organisms and of 1 in 5,000 against the undulate-edged 
type. Three strains of Sh. dispar were isolated and also 
one atypical non-mannite-fermenting strain. Other mis- 
cellaneous strains of interest included Pseudomonas 
aeruginosa from 7 cases, Bacterium alcaligenes faecalis 
from 1 case, and Klebsiella pneumoniae isolated from 2 
cases in pure culture. J. F. McCrea 


1456. Effect of Combined Therapy on Emergence of 
Drug Resistant Bacteria in Urinary Tract Infections: 
Observations on Origin of Resistant Strains ; 

L. J. KimMMELMAN, H. Zinsser, and M. KLEIN. 


Journal of Urology [J. Urol.] 65, 668-680, April, 1951. 
35 refs. 


The authors gave a combination of streptomycin, 
penicillin, and sulphadiazine for 7 days to 37 patients 
suffering from infection of the urinary tract. Strepto- 
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mycin and penicillin were given intramuscularly in a 
daily dose of 1-0 g. and 20,000 units respectively. Sulpha- 
diazine was given by mouth in a dose of 2-0 g. a day. 
Of the 37 patients 14 had uncomplicated urinary infection, 
and in 23 infection was complicated by calculi, strictures, 
or obstructions. Sensitivity tests were carried out on 
all organisms recovered from the urine before and after 
treatment. Bacterium coli, Aerobacter aerogenes, Proteus, 
Pseudomonas, Staphylococcus, and Enterococcus were 
among the organisms isolated, and they were present 
in pure or mixed culture. 

The infecting strains were eliminated from the urine 
in all but one of the 16 simple infections, especially 
when the responsible organism was Bact. coli. Treat- 
ment failed in 19 complicated and 2 uncomplicated 
cases because of emergence of resistant bacteria. In 
mixed infections the strains which were initially sensitive 
(usually Bact. coli) were eliminated, and strains resistant 
at the beginning of treatment (usually Proteus) persisted. 
In many cases of resistant infection a change of flora 
was noted. Thus a sensitive strain of Bact. coli might be 
replaced by a strain of A. aerogenes resistant to all three 
drugs. Resistant strains usually appeared 2 or 3 days 
after the start of treatment, but their appearance was not 
accompanied by a deterioration in the clinical condition 
of the patient, and indeed most patients showed distinct 
clinical improvement. 

A comparison was made between the urinary and 
faecal flora before and after treatment in 7 selected cases. 
In 4 cases in which resistant bacteria were found in the 
urine the same strain was also isolated from the faeces; in 
the remaining cases there was little or no correlation 
between the urinary and faecal flora. 

G. B. Forbes 


1457. The Activating Effect of Sublethal Heating on 
Bacterial Spores. (Zum Problem der aktivierenden 
Wirkung subletaler Hitze auf Bakteriensporen) 

L. von GaveL. Archiv fiir Mikrobiologie [Arch. 
Mikrobiol. 16, 28-39, 1951. 7 figs., 5 refs. 


The author reports a series of experiments which 
throw some light on the activation of spores by heat 
as described by Curran and Evans (J. Bact., 1945, 49, 
335). The experiments were carried out with a strain of 
Bacillus subtilis. Old cultures on agar plates which 
no longer contained any viable organisms were washed 
and filtered to remove clumps of spores. Counts 
were made with 0-01 ml. spore suspension on agar 
plates previously painted with albumin-glycerin. Methy- 
lene-blue staining showed the spores as light-reflecting 
bright spots on a dark blue background. The sus- 
pension was heated in thin-walled tubes in a waterbath. 
The heating time was reckoned from the moment the 
thermometer in a control tube had reached a fixed 
temperature. Every treated suspension was cultured on 
five glucose-agar plates and counts were made after 24 
hours. 

It appeared that there was wide variation in the 
activity of spores; while some germinated as soon as 
they were placed on a suitable medium, others needed 
boiling for a considerable time. Most spores germinated 


after being exposed to a temperature of 80° to 90° C. for 
1 minute. Spores were activated at lower temperatures 
if the exposure time was sufficiently long, though 
temperatures lower than 48° C. had no action on them. 
The higher the temperature the sooner the activation 
took place. The addition of glucose, peptone, or salts 
or a change in the pH produced an increase or decrease 
in the heat activation; this effect, however, was due toa 
change in the heat-sensitivity of the spores, which resulted 
sooner or later in the spores dying off. From the facts 
that dry heat was without effect and that heated humid 
spores showed a slight decrease in sedimentation rate 
it may be assumed that the phenomena described 
above were due to a turgid membrane. : 
Margaretha Adams 


1458. Observations on the Problem of Brucella Blood 
Cultures 

M. J. Pickett and E. L. Netson. Journal of Bacterio- 
logy [J. Bact.) 61, 229-237, Feb., 1951. 3 figs. 
14 refs. 


In order to eliminate the possibility of Brucella 
antibodies interfering with successful isolation of 
Brucella from. blood cultures, the authors washed, with 
distilled water, citrated blood from febrile patients 
suspected of suffering from brucellosis and were able to 
isolate Brucella-like organisms from every case. This 
successful result prompted them to examine approxi- 
mately 100 “normal bloods” and again the results, 
in respect of bacterial growth, were of the same order. 

The actual technique favoured was to take 5 ml. of 
blood by venepuncture and add to it 5 ml. of 2°, citrated 
saline in a 25-ml. screw-capped tube. This was centri- 
fuged for 30 minutes at 2,000 r.p.m., after which 
the supernatant plasma was removed. The sediment 
was resuspended in 20 ml. of sterile distilled water and 
again spun for 30 minutes. The washings were dis- 
carded and the sediment again washed with distilled 
water and the washings discarded. The final sediment 
was overlaid with 10 ml. of citrated broth, and sub- 
cultures on to solid media, incubated at 35°C. ina 
candle jar or jar containing 10 to 15% carbon dioxide, 
were uniformly positive for the Brucella-like organisms. 
Brucella variants in four types of colonial form were 
obtained: smooth brown, mucoid pink, and two other 
mucoid forms. Sera prepared from these types con- 
tained high-titre agglutinins for homologous types and 
moderate heterologous titres, which included type sera 
for smooth Br. abortus and Br. suis strains. 

Identification of these variants by cultural character- 
istics, dye sensitivity, and biochemical tests failed. 
Nevertheless similar strains, derived from classical-type 
Brucella strains, have been obtained by the authors, and 
animals infected with the smooth brown variant (the 
form commonly encountered) have yielded typical 
Brucella organisms, so that it seems likely that these 
strains are true Brucella variants. The authors indicate 
that there is evidence of phage infection of the ‘* normal 
bloods’’, and they believe that the washing of the citrated 
blood removes the Brucella phage and is responsible 
for the very high proportion of positive cultures. 
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[It is by no means clear what exactly the authors mean 
by “normal bloods”, as the incidence of brucellosis 
in the general population of the area from which the 
patients were drawn is not stated. Further investigations 
of this sort are surely indicated to confirm these most 
unusual findings and also to define more clearly the 
Brucella phage and the effect of bacteriophage inhibitors.] 

H. J. Bensted 
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1459. Passive Transfer of Brucella abortus Allergy 
in Guinea-pigs. (Passive Ubertragung der Allergie bei 
der Infektion des Meerschweinchens mit Brucella 
abortus) 

M. MeTAXAS-BUHLER. Jnternational Archives of Allergy 
and Applied Immunology (Int. Arch, Allergy] 1, 325-332, 
1951. 18 refs. 


Guinea-pigs were infected subcutaneously or intra- 
peritoneally with Brucella abortus. After 3 weeks the 
infected animals were tested with the allergen of Br. 
abortus (Brucella nucleoprotein). This test was re- 
peated at intervals of 2 to 3 weeks up to 4 times. Those 
guinea-pigs which reacted locally with a pink nodule of 
a diameter of from 10 to 30 mm. were used as donors for 
passive transfer. They received intraperitoneal injections 
of 20 to 25 ml. of liquid paraffin, and were exsanguinated 
after 48 hours. The peritoneal exudate was recovered 
and tested for sterility. The centrifuged cells were 
injected intraperitoneally into normal guinea-pigs. The 
recipients were then tested for passive allergy by injecting 
Brucella allergen into the skin. Reactions of the skin 
became visible after 1 to 2 days and lasted 4 to 7 days. 
Guinea-pigs sensitized by Brucella antigen did not 
react to tuberculin. K. Maunsell 


1460. Action of Ascérbic Acid on Tuberculin-sensitivity 
in Guinea-pigs and its Modification of Dietary and 
Hormonal Factors 

D. A. Lone, A. A. Mites, and W. L. M. Perry. Lancet 
[Lancet] 1, 1085-1088, May 19, 1951. 1 fig., 13 refs. 


The effect was studied of injection of ACTH and 
cortisone and addition of vitamin C and cabbage to 
the diet, alone and in all combinations, on the tuberculin 
sensitivity of albino guinea-pigs 4 weeks after infection 
with 2 mg. moist weight of B.C.G. Vitamin-C-deficient 
guinea-pigs had a high sensitivity which could be 
diminished by adding vitamin C, but not raw cabbage, 
to the diet. Raw cabbage inhibited the action of excess 
dietary vitamin C in depressing tuberculin sensitivity. 
Single injections of ACTH and cortisone given sub- 
cutaneously 24 hours before tuberculin testing were 
found to diminish tuberculin sensitivity in animals fed 
on cabbage, but did not affect the sensitivity of animals 
on a vitamin-C-deficient diet or on a diet containing 
excess vitamin C. An injection of glutathione was 


found to imitate the depressant action of vitamin 


C on tuberculin sensitivity. It was concluded that 
cabbage contains a factor which inhibits the depressant 
action of vitamin C on tuberculin sensitivity, and that 


injections of ACTH and cortisone, which depress tuber- 
culin sensitivity, do so by reversing the effect of the 
cabbage factor. J. E. M. Whitehead 


1461 (a). Immunization in the Young Infant. 
to Combined Vaccines. V 

A. Curistie and J. C. PETERSON. American Journal of 
Diseases of Children [Amer. J. Dis. Child.] 81, 501-517, 
April, 1951. 5 figs., 25 refs. 


1461 (6). Immunization in the Young Infant. 
to Combined Vaccines. VI-X 

J. C. PeTerson and A. Curistie. American Journal of 
Diseases of Children [Amer. J. Dis. Child.) 81, 518-529, 
April, 1951. 3 figs., 11 refs. 


This is a very detailed study of the responses of nearly 
600 infants to combined immunization with complex, 
alum-hydroxide-adsorbed, antigenic mixtures of pertussis 
and typhoid vaccines with diphtheria and tetanus 
toxoids. The main emphasis is on the degree of im- 
munizability of very young infants. : 

Pertussis vaccine produced a marked rise in the specific 
agglutinin titres in the majority of infants. The im- 
mediate response of infants under 3 months of age at 
the time of immunization was almost as good as that of 
infants between 3 and 12 months, and their titres showed 
little tendency to fall during the following year. A 
separation of the infants into two groups—with and with- 
out pre-immunization antibody titres of 1 in 50—revealed 
that while both showed a good immediate response 
to the vaccines, the former group had a less well sustained 
titre during the ensuing 12 months. These findings 
indicated (a point reinforced from the later findings with 
diphtheria and tetanus immunization) that some degree 
of passive immunity in very young infants is inimical 
to a good response to prophylaxis; for this reason the 
administration of pertussis vaccine to pregnant women 
is not recommended. 

With diphtheria toxoid the effect of age at the time of 
immunization was more evident than with pertussis 
vaccine, both as regards the maximum titres reached and 
their subsequent persistence. To a great extent this 
association with age depended upon some measure of 
congenital passive immunity, for the response to this 
toxoid was superior in infants who had a low pre- 
immunization antitoxin titre. [It seems very likely— 
and this view is supported by the tetanus studies described 
below—that this well-recognized inferiority in antitoxin 
production in very young infants is to be attributed 
much more to this frequent, persistent, passive immunity 
than to any “ physiological immaturity ”’ of the antibody- 
forming apparatus.] 

The tetanus toxoid preparations used produced excel- 
lent and persistent antitoxin titres in all the infants 
inoculated; booster doses, moreover, proved very effec- 
tive. It is of particular interest that the responses in 
infants under 5 months were as good as, or better than, 
those in the older ones. Since only 1 of the 388 infants 
studied from this standpoint had any titratable antitoxin 
before the prophylactic inoculation, this result fortifies the 
conclusion reached from the two earlier studies, that the 
lesser reaction of young infants to pertussis vaccine and 
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diphtheria toxoid is to be ascribed to the disturbance 
engendered by some persistent congenital immunity, and 
not to any intrinsic ineffectiveness of the antibody- 
producing cells. 

Apart from a few general remarks on the frequency 
and relative unimportance of “ toxic reactions”, no 
reference is made to any serious complications of the 
prophylactic measures employed. 

[The details of these important papers should be care- 
fully studied by all those who are concerned with im- 
munization schemes for the protection of infants.] 

G. Payling Wright 
1462. A Study of the Reaction between Human Serum 
Albumin and its Homologous Equine Antibody through the 
Medium of Light Scattering 
D. Gitiin and H. Journal of Immunology 
[/. Immunol.] 66, 67-77, Jan., 1951. 6 figs., 24 refs. 


The authors discuss the application of light-scattering 
measurements to the kinetics of antigen-antibody 
reactions in general, and human [not bovine, as is 
stated in the summary] serum albumin with its homo- 
logous equine antibody in particular. The final 
equilibrium light scattering for fixed antigen-antibody 
mixtures was found to be the same irrespective of 
whether the final state was approached from either zone 
of excess. Reversal of union, as estimated by light 
scattering, can be effected by the further addition of either 
antigen or antibody; the effect with the former is more 
rapid. At the point of maximum precipitation the 
specific aggregates reach their largest size, though large 
particles consisting of soluble complexes of antigen 
and antibody appear to exist over all possible ratios of 
the two. G. Payling Wright 


1463. The Light-scattering Properties of an Antigen- 
Antibody Reaction 

R. J. and D. H. Journal of 
Immunology [J. Immunol.] 66, 79-86, Jan., 1951. 2 figs., 
18 refs. 


The authors begin by discussing the theoretical aspects 
of the application of light-scattering measurements to 
the study of antigen-antibody reactions. The kinetics 
of the reaction of bovine serum albumin and its homo- 
logous rabbit antibody are examined in detail. It was 
found that the combination between these two reactants 
appears to be complete in a few minutes; the time is 
minimal in the equivalence zone. It was confirmed that 


the rate of aggregation into large complexes is dependent — 


on the antigen-antibody ratio. Support is given to the 
belief that soluble complexes exist in the zone of antigen 
excess. G. Payling Wright 


1464. Experimental Determination of the Hypertensive 
Diathesis in Man 

W. P. CreGer, SUN HAK Cuoy, and L. A. RANTz. 
Journal of Immunology [J. Immunol.) 66, 445-450, April, 
1951. 6 refs. 


To determine whether abnormally large quantities 
of antibody are produced in response to antigenic 
stimulus the authors injected 1 ml. of blood of a hetero- 
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logous group into a series of experimental subjects and 
tested their response by assessing the titre at which the 
donor’s erythrocytes were clumped by the recipient's 
serum at intervals of 1 or 2 weeks. The chosen subjects 
were a group of medical students and a small group of 
patients suffering from such conditions as rheumatoid 
arthritis, inactive rheumatic fever, and disseminated lupus 
erythematosus. 

The authors found that 2 out of 25 medical students 
responded with abnormally high agglutinin titres, 
Among the group of patients, 1 suffering from lupus 
erythematosus, 1 with erythema nodosum, 1 with 
acquired haemolytic anaemia, and 3 with inactive 
rheumatic fever reacted with an unusually high antibody 
response, but none of 3 patients suffering from rheuma- 
toid arthritis showed an abnormal response. 

The authors conclude from this preliminary work 
that a small number of both normal subjects and patients 
suffering from certain diseases have an immunological 
hyperactivity; they point out, however, that further 
confirmatory work is needed. W. Tegner 


1465. Comparative Evaluation of Several Complement 
Fixation Techniques for Laboratory Diagnosis of the 
Rickettsioses 

J. H. ScHupert, S. M. STANFORD, and E. J. TIrFAny. 
Journal of Laboratory and Clinical Medicine [{J. Lab. 
clin. Med.} 37, 388-393, March, 1951. 4 refs. 


The extensive use of complement-fixation techniques 


in the diagnosis of rickettsial infections prompted the 


authors to compare the sensitivity and specificity of the 
more common techniques used in various laboratories. 
The sera examined were from 48 cases of clinically typi- 
cal murine typhus, 37 cases of suspected typhus, and 13 
cases of Rocky Mountain spotted fever, and from 48 
normal individuals. All these sera were tested against 
antigens for murine typhus, spotted fever, rickettsialpox, 
and Q fever. 

The only test giving positive fixation with all 48 
sera from cases of murine typhus was the modified 
Hamilton laboratory technique (13 units of complement, 
2 units of antigen, 15 to 18 hours’ fixation at 4° to 6° C.). 
The modified Bengston, modified Kolmer, and Hamilton 
laboratory techniques showed decreased sensitivity in 
that order, and the least sensitive was the Bengston 
technique, which failed to detect antibody in 9 cases. 
The same trend in sensitivity of the various techniques 
was found also for sera from cases of Rocky Mountain 
spotted fever, and with these sera there was close 
correlation between the titres for spotted fever and 
rickettsialpox antigens. Regarding false positive results, 
none was given by the Bengston technique, 1 by the 
modified Bengston, 5 by the modified Kolmer, 8 by the 
Hamilton, and 25 by the modified Hamilton laboratory 
techniques. 

It therefore appears from this that the modified 
Kolmer technique possesses the best combination of 
sensitivity and specificity for general use, although the 
higher specificity of the Bengston technique may be 
preferred if specimens of blood are repeatedly available 
from one individual. J. F. McCrea 
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1466. Congenital Stenosis of the Oesophagus with De- 
layed Symptomatology. (Sténoses congénitales de 
l‘cesophage a symptomatologie tardive) 

G. CHARLEUX, P. MOUNIER-KUHN, R. BRETTON, and 
J. Davip. Pédiatrie [Pédiatrie] 6, 539-547, 1951. 
2 figs., 17 refs. 


The authors report 3 cases of congenital stenosis of 
the oesophagus in children aged 24 years, 13 months, and 
2 years respectively. All had suffered from vomiting, 
2 from the time of weaning, the third immediately 
following diphtheria, which was thought to have initiated 
spasm or incoordination. All 3 were relieved of symp- 
toms by dilatation of the oesophagus. The authors 
observe that the’ stenosis is generally situated at the 
junction of the middle and lower thirds of the oesophagus, 
and that it may be a true narrowing of the lumen over 
a space of a few centimetres or alternatively that a 
membranous diaphragm mav be present. Vomiting is 
always the presenting symptom and surprisingly fre- 
quently is delayed until feeds are thickened. It is 
accompanied in many cases by dysphagia, by cough due 
to aspiration of food from a prestenotic dilatation, and 
by signs of malnutrition. 

Diagnosis is by barium-swallow radioscopy, while 
the nature of the stenosis can be assessed by oesophago- 
scopy. Treatment by repeated dilatation will usually 
suffice, but in most cases narrow filiform bougies must 
be used to start with. In some cases gastrostomy with 
retrograde dilatation is necessary, and in the severest 
cases and those complicated by tracheo-oesophageal 
fistula, resection of the stenosed area is the only possi- 
bility. Congenital short oesophagus is the main 
differential diagnosis. In such a case radioscopy 
will show free gastro-oesophageal reflux, often with a 
supradiaphragmatic pocket, and on oesophagoscopy 
gastric mucosa can be seen to begin at the point of 
apparent stenosis. J. MacGregor 


1467. Long-term Prognosis in Prematurity. (Il destino 
lontano dell’immaturo) 

P. BrusA and P. MENGHI. Minerva Pediatrica [Minerva 
pediat., Torino] 3, 218-224, April, 1951. Bibliography. 


Although the incidence of prematurity has not de- 
creased, the immediate survival rate of premature infants 
has improved and therefore it is important to assess 
whether the premature infant always remains delicate 
and prone to infectious diseases. The difficulties inherent 
in a long-term follow-up of premature infants are pointed 
out. The literature is reviewed and an attempt is made 
to explain the diversity of views among different authors. 
By and large the prognosis improves with birth-weight, 
length of gestation, and body length at birth and is better 
for physical than for mental development. The latter 
may be affected by the intracranial damage so often 
suffered by the premature infant. 


Prematurity is defined as a birth-weight of less than 
2°5 kg. The authors present a follow-up of 216 male 
and 327 female premature infants seen between 1935 
and 1945 at the pediatric clinic of the University of Milan 
and at a municipal children’s hospital: 458 of the children 
were illegitimate and were born at the latter institution. 
The mortality among these was lower than that among 
the legitimate children, possibly because they alone 
received free medical assistance. 

There were 43 deaths, all in patients under the age of 
8 years; (the 2 neonatal deaths which occurred in the 
municipal hospital are excluded from the survey); 80% 
of the deaths were in patients under the age of 2 years, 


_and the mortality rate was highest in bottle-fed babies, 


lowest in breast-fed children, and intermediate in 
those given mixed feeding. The causes of death are 
discussed for each age group, and the incidence of 
congenital disease and malformation is given. The main 
causes of death in the first 2 years were respiratory-tract 
infection and diphtheria. These diseases gradually gave 
way in higher age groups to the exanthemata, pertussis, 
and alimentary-tract infections. 

A table showing the deviation of the weight and of 
the height of the premature infants from the normal 
is presented. Up to the ninth year of life the premature 
children were under normal weight; their height up to 
the ninth year approximated to the normal, but there- 
after became less compared with the normal group. A 
moderate degree of mental backwardness was observed 
in 31, and imbecility in 3 children. Fourteen of the 
deaths occurred in children whose mothers had tubercu- 
losis, but who themselves were unaffected. The long-term 
prognosis in congenital syphilis is similar to that in other 
premature children. The mortality rate among pre- 
mature infants tends to approximate to that of full- 
term children after the third year of life. 

Ferdinand Hillman 


1468. Acute Subdural Haematoma in Infancy and 
Childhood 


- W. Fine and R. N. Herson. British Medical Journal 


[Brit. med. J.] 2, 714-715, Sept. 22, 1951. 4 refs. 


1469. The Virus Aetiology of Interstitial Pneumonia in 
Infants. (Zur Virusatiologie der interstitiellen Sauglings- 
pneumonie) 

S. SCHWENKENBECHER - HEIMENDAHL. Zeitschrift fiir 
Kinderheilkunde [Z. Kinderheilk.] 69, 463-478, 1951. 
9 figs., 21 refs. 


During an epidemic of interstitial pneumonia which 
occurred in a children’s ward, inclusion bodies were 
found in the epithelial cells of the throat in all the 21 
infants affected. They often appeared 2 to 8 weeks 
before the onset of the illness and had sometimes dis- 
appeared again when it was at its height. They were 
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also found in lung tissue post mortem, but only when 
this was examined immediately after death. Seventeen 
well-developed older infants also had inclusion bodies, 
either without clinical symptoms or with only mild 
catarrh and dyspepsia. Inclusion bodies were also 
demonstrated in 9 out of the 11 adult attendants of the 
patients. These had no symptoms or very mild ones, 
and probably acted as carriers. The presence of in- 
clusion bodies is very suggestive of a virus aetiology. 
None was found in the infants in another, comparable 
ward. 

Premature, very young, and feeble older infants were 
most frequently and most severely affected. The 
immature lung reacts to the invader by a great prolifera- 
tion of the interstitial lung tissue and of plasma cells. 
This effort at mending the damage done by the noxious 
agent has the effect of obliterating alveoli, causing 
consolidation, and thus aggravating instead of helping 
matters. The new tissue is in turn a good breeding 
ground for the virus. With increasing age of the child 
this plastic primitive defence is replaced gradually by a 
humoral one—hence the rarity of the illness in older 
infants.. In feeble children this humoral defence 
probably breaks down, and they revert to the more 
primitive type, a change which makes them more 
susceptible than their well-developed contemporaries. 
As one would expect, the young infants respond well to 
x-ray therapy. The epidemic was finally stopped by 
transferring the patients to wards where there were no 
premature babies. 

In the throat swabs there was a striking absence of 
bacteria and rarity of leucocytes. The inclusion bodies 
were structureless, and no elementary bodies were 
present. In the presence of inclusion bodies as well as 
in other features the illness showed great similarity to 
the virus pneumonia of young infants in Minneapolis 
described by Adams (J. Pediat., 1944, 25, 369). ; 

Marianna Clark 


1470. Care, Feeding, and Fate of Premature and Full 
Term Infants Born of Tuberculous Mothers 

B. Ratner, A. E. Roster, and P.S. SALGADO. = Ameri- 
can Journal of Diseases of Children [Amer. J. Dis. Child.] 
81, 471-482, April, 1951. 22 refs. 


From their study of 55 infants born of tuberculous 
mothers between 1943 and 1945 at the Sea View Hospital, 
New York, the authors confirm the work of Debré and 
LeLong in 1925, which showed that the causes of death 
of such infants are not hereditary or constitutional 
factors, but imperfect artificial feeding and poor stan- 
dards of care. Ina series of 260 births between 1933 and 
1945 no case of congenital tuberculosis occurred. The 
authors give details of the methods of feeding both full- 
term and premature infants, the methods being founded 
upon the administration of evaporated milk, maltose, 
and dextrin, with added protein in the form of calcium 
caseinate where necessary, and vitamins C, A, and D. 

It is emphasized that tuberculosis does not develop 
in these infants if they are removed from contact with 
their tuberculous parents; one infant did develop 
tuberculosis, but it was in contact with its mother; 
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separation is essential. Tuberculosis in the mother tends 
to be associated with prematurity of the infant, due not 
to the tuberculosis itself but to the disturbed metabolism 
of the mother. No case of transplacental tuberculosis 
in the infants born of tuberculous mothers occurred in 
this series, although 17-6°4 of the mothers died of 
advanced tuberculosis shortly after delivery. 
John Sumner 


1471. The Clinical Features, Epidemiology, and Therapy 
of Infection with Salmonella typhimurium in Infancy, 
(Zur Klinik, Epidemiologie und Therapie der Salmonella 
typhi murium-Infektion im Sauglingsalter) 

G. FULLING and O. Ernst. Zeitschrift fiir Kinder- 
heilkunde [Z. Kinderheilk.] 69, 412-430, 1951. 4 figs, 
30 refs. 


In adults infection with Salmonella typhimurium 
results usually in a harmless gastro-enteritis. In infants 
the illness often assumes a more invasive form with 
generalized sepsis and a high death rate. This paper 
records an epidemic of Salm. typhimurium infection 
which occurred in a children’s ward in 17 infants, all 
under 18 months of age. The illness was severe or 
moderately severe in most of the young infants, but in 
3 under 6 months it was almost symptomless, and ina 
newborn baby the diagnosis was made only on sero- 
logical grounds. There was a greater number of severe 
cases among children who had recently been treated 
with streptomycin than among those who had not, 
which may indicate a disturbance of the normal intestinal 
symbiosis, giving greater scope to Salm. typhimurium. 
There was | fatal case. 

The illness always began suddenly, and the main 
features were a high temperature, although this was often 
absent in the relapses, and frequent thin, evil-smelling 
stools always containing much mucus, but not always 
blood. In some cases bloody stools were found only 
in the relapses, which occurred in most patients and, 
where they were repeated, showed a definite 7- to 10-day 
rhythm. In 3 cases there was a severe generalized toxi- 
cosis in which capillary damage manifesting itself in a 
cyanotic cutis marmorata was particularly striking. The 
Widal reaction for Salm. typhimurium was positive in 
almost all cases: even the youngest infants had evidence 
of antibody formation. Eosinophilia and a_ high 
leucocytosis with relative lymphocytosis were nearly 
always present. In 11 cases the causative organism 
was isolated from the stool. In 2 cases it was still being 
excreted 2 to 3 months after the onset of the illness, in 
the rest it disappeared after 2 weeks or less. 

The sulphonamide drugs were found to be useless in 
treatment, and penicillin and streptomycin of doubtful 
value. Aureomycin was extremely effective and chloram- 
phenicol stopped the excretion of bacilli in the 2 cases in 
which it had continued for 2 or 3 months. The child 
which died had had only sulphonamides and penicillin. 

Infection was probably conveyed by a saccharin solu- 
tion which was used in the preparation of the infants’ 
food, and was prepared in a dispensary where there was 4 
worker with a | : 320 agglutination titre against Salm. 
typhimurium. Marianna Clark 
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1472. Incidence of Mongolism and its Diagnosis in the 
Newborn 

Cc. Carter and D. MacCartuy. British Journal of 
Social Medicine [Brit. J. Soc. Med.] 5, 83-90, April, 1951. 
18 figs., 8 refs. 


The incidence of diagnosed mongolism among the 
infants born during the last few years in 12 maternity 


hospitals and units in London and the Home Counties 


was 1-5 per 1,000, or 1 in every 666. (The larger figure is 
the number of deliveries, and not of children born.) 
The relation of mongolism to maternal age was studied. 
Mongols are rarely born to mothers under 25 years of 
age—less than 0-3 per 1,000—but the incidence increases 
with increasing maternal age, and among women of 40 
to 45 years there is an incidence of 14-2 per 1,000, and 
among those above 45, 26-3 per 1,000. The incidence 
for the whole population is | in 620 deliveries, but 
as all cases of mongolism are not diagnosed in infancy 
the true rate will be somewhat higher. 

An outline of the points found in the diagnosis of 
mongolism is given. The most important is the general 
appearance of the patient. The face is expressionless 
with coarse features. Consideration of individual 


features is of less value, but helps to establish diagnosis. 
However, the slant of the eyes and the protruding tongue 
are usually found. 


E. H. Johnson 


1473. Studies in Steatorrhea. Effect of the Level of 
Dietary Fat upon the Absorption of Fat and other Food- 
stuffs in Idiopathic Celiac Disease and Cystic Fibrosis of 
the Pancreas 

A. W. CHUNG, S. Moraes, S. E. SNYDERMAN, J. M. 
Lewis, and L. E. Horr. Pediatrics [Pediatrics| 7, 
491-502, April, 1951. 3 figs., 19 refs. 


The authors are among those who question the 
rationale of restricting fat intake in the chronic steator- 
rhoeas. They have shown in a previous study of the 
steatorrhoea of the premature infant that fat intake 
much in excess of that ordinarily given may be tolerated 

-without adverse effect. The presént paper records 
metabolic studies of 3 children with idiopathic coeliac 
disease and 3 children with cystic fibrosis of the pancreas. 
Determinations of fat, nitrogen, sodium, potassium, 
calcium, phosphorus, chloride, and water in dietary 
intake, urine, and faeces were made during a 4-day period 
on a control diet containing a normal amount of fat 
(30 to 40 g. daily), and during 4-day periods on the diet 
supplemented with 30 to 90 g. of butter daily. The 
results clearly showed that each increase in fat intake 
led to increased fat absorption, so that fat absorption 
remained proportional to fat intake even at high levels 
of fat intake. The absorption of protein and of minerals 
was not adversely affected by the high fat levels, nor were 
any adverse clinical or metabolic effects observed, save 
that in one case a transient increase in calcium 
excretion with marked negative balance immediately 
followed the institution of the highest fat intake. 
There was no evidence which indicated that high fat 
intake causes relapse of the disease. 

These results are in accordance with the clinical 

findings of some workers (Macrae and Morris, Arch. Dis. 
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. Andersen (Amer. J. Dis. Child., 
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Child., 1931, 6, 75; Black, Fourman, and Trinder, 
Lancet, 1946, 1, 574) and with experimental results in 
dogs, but they run contrary to the more conventional 
view which imposes severe restriction of fat intake in 
the steatorrhoeas. The latter view is supported by 
1945, 69, 221), but the 
findings which she presented are considered by the 
present authors to be open to criticism. 
Joseph Parness 


1474. The House-fly as the Chief Factor Responsible 
for Infant Mortality from Gastro-intestinal Disease. (La 
mosca domestica principale responsabile della mortalita 
infantile per malattie gastroenteriche) 

S. Corso. Rivista di Parassitologia [Riv. Parassit.] 12, 
37-45, Jan., 1951. 4 figs., 6 refs. 


The author compares the infant mortality rates from 
gastro-intestinal diseases in two areas of Latina: in 
Zone A, where insecticides have been used against the 
mosquito; and in Zone B, which has not been sprayed 
until recently. The following table shows te figures 
obtained: 


| Infant Mortality 

Year Zone Insecticide (per 1,000 live 
births) 
1945 A None 31-33 
B None 17-79 
1946 A DDT 7:74 
B None 11-71 
1947 A DDT 18-00 
B None 12-18 
1948 A DDT-+Octachlor 11-59 
B None 13-27 
1949 A DDT-+ Octachlor 3-36 
B None 11-40 
1950 A DDT-+ Octachlor 8-10 
B DDT-+ Octachlor 5-16 


The striking fall in mortality in Zone A in 1946 and 
1949 and in Zone B in 1950 is believed to be due largely 
to the disappearance of flies; the rise in Zone A in 1947 
in spite of DDT is attributed to the occurrence of DDT 
resistance. An increase in morbidity rates from gastro- 
intestinal disease in certain selected areas also coincided 
with increases in the number of flies in those areas. 

A. Paton 


1475. A Clinical and Pathological Study of Bronchial 
Obstruction in Infancy. (Etude anatomo-clinique des 
embolies bronchiques du nourrisson) 

R. Despre, R. GrumBACH, and J. CARON. Semaine des 
Hépitaux de Paris [Sem. Hép. Paris| 27, 1337-1344, 
April 26, 1951. 10 figs., 10 refs. 


The authors, working at the Clinique Médicale des 
Enfants, Paris, between January, 1947, and May, 1949, 
found 10 cases of bronchial obstruction in the course 
of 471 necropsies. The cause of the obstruction was 
amniotic fluid in 1 case, stomach contents in 7 cases, and 
a mixture of the two in 2 cases. In all cases the cause of 

‘death had been in doubt before necropsy and was con- 
firmed by histological examination. 


tends 
1€ not 
‘ulosis 
red in 
ed of 

erapy 
fancy, 
onella 
inder- 
figs., 
ss, in 
ss in 
ibtful 
yram- 
ses in 
child 
rillin. 
solu- 
‘ants’ 
was a 
Salm. 
irk 


376 PAEDIATRICS 


In 6 cases death had occurred rapidly; in the other 
4 cases the course had been more prolonged, but it was 
possible to fix the time of onset by the nature of the 
obstruction or by the history of an asphyxial attack. 
In 1 case old and recent obstructions co-existed, a 
finding which was taken to indicate the possibility of 
recovery. In each case it was established that the lesions 
described were in fact due to bronchial obstruction, 
that the obstruction had occurred during life, and that it 
was the cause of death. It is suggested that sudden 
death may have been due to syncope, glottic spasm, or 
pulmonary oedema. Where the fatal termination was 
delayed, haemorrhage and infection were prominent. 
Generalized vasodilatation was striking. In 1 case there 
was a terminal haemetemesis, in 1 meningeal haemorrhage 
(which was regarded as a result rather than a cause of 
the bronchial obstruction), and in 3 cases renal infarction. 
In all 4 cases in addition to local pulmonary infection 
there was evidence of septicaemia. The obstruction 
usually occurred in the first 6 weeks of life. There was 
often a history of feeding difficulty and a tendency to 
vomit, in all cases associated with the introduction of 
artificial feeding. It is suggested that defective epiglottic 
closure and cough reflex were contributary factors. The 
accident usually occurred during sleep and was accom- 
panied by severe apyrexial asphyxia. Postural drainage 
for half an hour followed by continuous oxygen in- 
halation [as advocated by Dams in Britain] is recom- 
mended, with the addition of intravenous procaine and 
antibiotics. J. M. Alexander 


1476. Pink Disease: the Manifestation in Older 
Children and the Estimation of the Blood Adrenaline 
Content 

D. B. CuHeex. Medical Journal of Australia (Med. J. 
Aust.) 1, 353-362, March 10, 1951. 1 fig., 42 refs. 


In this paper from the University of Adelaide the 
study of a series of 11 children aged 2 to 7 years is de- 
scribed. It is claimed that they were suffering from 
the “later manifestations’’ of pink disease. The 
onset of such symptoms as insomnia, failure to grow, 
psychological disturbances, and lassitude was traceable 
to some “stress’’ such as measles or teething. Such 
features have been classified as part of the “* nervous- 
child’ syndrome. Allergic features were also present. 
Restoration of health was obtained “ in the presence of 
a mild electrolyte disturbance (plasma sodium level 
300 mg. per 100 ml. of plasma) by treatment with salt 
alone’’. Severe cases required 5 mg. of deoxycor- 
tone acetate to be given daily until improvement began. 
Maintenance therapy was continued for some months 
with salt alone in all but one case, but this substance alone 
does not restore osmotic relationships in most cases. 
The blood adrenaline content was estimated by bio- 
chemical methods in 18 cases of pink disease and in 24 
normal children; no significant difference could be 
detected between the two groups. 

It is suggested that if the adrenal gland is primarily 
at fault in this disease, it is the “* sodium and water 


hormone ”’ which is responsible. However, the alteration 


in electrolyte balance found may be due to other factors. 


The author suggests that further investigations of the 
functions of the kidney tubules and the possible existence 
of “‘ obscure toxic or photodynamic agents ’’ should be 
pursued. There is suggestive evidence that a disturbance 
of pigment metabolism, which could be attributed to 
stress, occurs. A. T. MacQueen 


1477. Pink Disease: its Relation to Adrenal Function 
and the Value of Salt and Desoxycorticosterone in 
Treatment 

H. WitiramMs, W. B. MACDONALD, and V. CALLow, 
Medical Journal of Australia (Med. J. Aust.] 1, 363-365, 
March 10, 1951. 1 fig., 5 refs. 


In an investigation carried out at the Children’s 
Hospital, Melbourne, no significant difference was found 
in the serum sodium content of 22 children with 
pink disease and 22 normal children of the same age. 
Potassium levels were similar in both series. The blood 
pressure in patients with pink disease was not outside 
normal limits. No reduction in urinary 11-oxysteroid 
content was detected. Five patients were treated 
with salt and deoxycortone, and 5 others were used as 
controls: no significant differences in the recovery rate 
of those treated and those not treated could be found. 
Haematocrit, haemoglobin, and blood protein values 
were raised; the blood chloride level was significantly 
low; no explanation for these changes was evident. 

The authors’ findings fail to support the views of 
Cheek and Hicks that pink disease is a manifestation of 
hypofunction of the adrenal gland. 

[This abstract should be read in conjunction with 


Abstract 1476; with Hicks’s paper (Brit. med. J., 1951, . 


1, 317) and the leading article in the same issue (p. 343); 
and with an annotation in a subsequent issue (1951, 1, 
933). It will be evident from these that the whole 
matter is still controversial.] A. T. MacQueen 


1478. Left-handedness in Children. (Recherches sur 
la gaucherie infantile) 

M. SCHACHTER and S. Cotte. Praxis [Praxis] 40, 195- 
197, March 8, 1951. 14 refs. 


Among 4,200 patients visiting a neuropsychiatric 
guidance clinic there were 150 left-handed children, and 
100 of these were examined more closely. The time of 
dentition, of walking, and of speech development was 
normal. The development of the intellect (Binet—Simon) 
did not deviate from the average for the entire group. 
Only 70% of these children had a history of normal birth; 
enuresis, nail-biting, and speech and character distur- 
bances were more frequent among them than among the 
entire group. In 23% of cases there was left-handedness 
in the family; 30% of the parents were alcohol addicts 
and 46% of them were mentally disturbed. 

O. Budde-Géppingen [Excerpta Medica] 


1479. Treatment of Juvenile Fhyrotoxicosis with Propyl- 
thiouracil 

M. E. Drake, A. Howarp, F. HELpDrRIcH, B. S. JOSLIN, 
and J. IMBURG. American Journal of Diseases of Children 
[Amer. J. Dis. Child.] 82, 43-48, July, 1951. 2 figs., 
14 refs. 
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Medicine: General 


ALLERGIC DISORDERS 


1480. Management of Atopic Dermatitis in Children. 
Control of the Maternal Rejection Factor 

D. H. Wituiams. Archives of Dermatology and Syphilo- 
logy (Arch. Derm. Syph., Chicago] 63, 545-560, May, 
1951. 2 figs., 28 refs. 


In a study extending over 24 months on 53 children 
with atopic dermatitis, emphasis was placed on the factor 
of maternal rejection in 33, and the results of treatment 
based on that fact were successful in a high proportion 
of cases. It is emphasized that this is only one aspect of 
the problem. John T. Ingram 


1481. On the Specificity of Allergic Skin Tests, with 
Special Reference to Experiments on a Substitute for the 
Prausnitz—Kiistner Test. [In English] 

E. B. SALEN. Acta Allergologica [Acta allerg., Kbh.] 4, 
63-113, 1951. 16 figs., bibliography. 

The passive transfer of circulating antibodies to the 
non-allergic skin has been a useful method of demons- 
trating the relationships between closely related and 
unrelated antigens. The dangers of transmitting a virus 
hepatitis limit the usefulness of the test. Experiments 
showed that a direct local antibody neutralization could 
replace the Prausnitz—Kiistner reaction in those patients 
whose sensitivity was not high, and therefore might be 
used in investigating the specificity of allergens. 

[This is a preliminary communication. The author’s 
ideas on intradermal testing and his discussion on anti- 
body neutralization in the allergic and non-allergic 
patient should be read in detail.] A. W. Frankland 


1482. Dry Rot as a Cause of Allergic Complaints. [In 
English] 

A. W. FRANKLAND and M. J. Hay. Acta Allergologica 
[Acta allerg., Kbh.] 4, 186-200, 1951. 1 fig., 27 refs. 


The spores of Merulius lacrymans, the fungus of dry 
rot, were found in over 60% of requisitioned houses 
which were investigated. They are liberated from the 
fruiting bodies of the fungus in July, August, and 
September, but are found in dust from infected houses 
at all times of the year. Extracts were prepared from 
these spores by means of Evans extracting fluid and 
filtered through Whatman’s No. 4 filter paper and 
finally through a Seitz filter. An extract was also pre- 
pared after breaking up the spores in an electric shaker. 

Skin tests were carried out on 25 control subjects and 
100 unselected patients at an allergy clinic. Of the 
control group, | gave a positive reaction to dry-rot extract 
with the prick test. Of the allergic group, 12 out of 75 
gave positive reactions with the prick test and 8 out of 
25 with the intradermal method. No patient reacted 
to dry rot only: the ages of the reactors varied between 
4 and 47 years. The case histories of patients giving 


positive reactions are recorded in detail: in 2 there was 
a clinical history confirming sensitivity to dry rot, and 
inhalation of the spores under experimental conditions 
caused attacks of asthma. Some difficulties in carrying 
out the tests were encountered because of the instability 
of the extracts. R. S. Bruce Pearson 


1483. Asthma: a Survey of 594 Patients 

R. KAuNtTzeE, T. H. SHtreE, and N. SOUTHWELL. Guy’s 
Hospital Reports [Guy’s Hosp. Rep.] 100, 69-88, 1951. 
8 figs., 6 refs. 


The work of Guy’s Hospital Asthma Clinic during 
1948-9 is reviewed. When the cases were grouped 
according to an allergic or infective basis, 53°% fell into 
the allergic group, 22% into the infective, and 25% into 
a mixed group in which both factors were present. The 
familial predisposition to asthma was demonstrated, 
there being a family history of asthma in 44°% of patients 
and of other possibly allergic phenomena in 58%. Of 
other diseases associated with asthma, emphysema was 
the most common (though it was seen in only 6% of the 
total), and atelectasis, bronchiectasis, eosinophilic 
infiltration, and heart failure to a lesser extent. Ab- 
normal skin pigmentation was seen in 13 young patients 
and is considered an integral part of severe asthma. 
Skin tests were performed on many of the patients, but 
although often positive, the sensitivity indicated could not 
always be accepted as the usual precipitating cause. 
Multiple factors such as allergy, infection, fatigue, and 
psychogenic stress bring on attacks when the asthmatic 
tendency is present. The psychological background 
was thought to be significant in 9°. 

Treatment recommended was general and symptomatic 
in 70%, with desensitization or vaccine therapy in the 
remainder. For the acute attacks a 1% adrenaline spray 
was recommended, and in status asthmaticus sedation 
with paraldehyde or phenobarbitone. 

Although admitting that spontaneous improvement 
may well make the appraisal of therapeutic success 
difficult, the authors think that three-quarters of their 
patients show distinct improvement. K. Gurling 


1484. Delirium and Coma Precipitated by Oxygen in 
Bronchial Asthma Complicated by Respiratory Acidosis 
H. D. Beate, I. W. SCHILLER, M. H. HALPERIN, W. 
FRANKLIN, and F. C. LoweLt. New England Journal of 
Medicine [New Engl. J. Med.] 244, 710-714, May 10, 
1951. 1 fig., 10 refs. 


An asthmatic patient with bronchial infection was 
admitted in status asthmaticus and given oxygen through 
a nasal catheter. On the second administration he 
became sleepy and irrational, and on another occasion 
similar symptoms progressed to coma. When oxygen 
was stopped he regained consciousness. A_ similar 
episode appeared to have taken place at another hospital 
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under the same circumstances. Subsequent investi- 
gation showed that inhalation of oxygen would increase 
arterial oxygen saturation considerably during an asth- 
matic attack, and that carbon dioxide tension rose, 
accompanied by a slight fall in pH. Studies of respira- 
tory function revealed a normal vital capacity of 5,350 
ml. in the absence of wheezing; as recovery took place 
the vital capacity increased and residual air decreased. 
On one occasion oxygen given during a severe attack 
led to an increase of respiratory rate and reduction of 
tidal air to such an extent that ventilation was much 
impaired. This did not occur after the asthma had been 
relieved by treatment. It is thought that the high 
arterial CO2 content and low pH depress the respiratory 
centre, and when the stimulus of anoxaemia is removed 
further carbon dioxide retention and acidosis result. 
How this leads to coma is uncertain. Oxygen should 
be given to such patients with care. K. Gurling 


METABOLIC DISORDERS 


1485. The Effect of Administration of Vitamin B,. and 
Folic Acid in Subminimal Doses in Tropical Sprue. (El 
efecto de la administracion oral de vitamina B;2 y acido 
folico en dosis subminimas en el esprue tropical) 

L. M. Meyer, R. M. Suarez, E. MARTINEZ, and R. M. 
Suarez, Jr. Boletin de la Asociacién Médica de Puerto 
Rico [Bol. Asoc. méd. P. Rico] 43, 251-262, May, 1951. 
7 figs., 5 refs. 


Neither folic acid nor vitamin B;2 in small oral doses 
will improve the macrocytic anaemia associated with 
sprue. On the supposition that 2 subminimal doses 
might be more effective in combination, 4 patients with 
typical Costa-Rican sprue were given 12 yg. of vitamin 
By2 and 1-67 mg. of folic acid daily by mouth. This 
treatment led to an adequate reticulocyte response, but 
10 yg. of vitamin Bi2 with 0-67 mg. of folic acid was 
inadequate. Similarly a single oral dose of 100 yg. 
vitamin B;2 was not effective. 

[The small number of cases, the presence of Necator 
americanus infestation in 2 cases, and the low final 
haemoglobin level in some instances make assessment of 
these results difficult.] K. Gurling 


1486. On Hypoproteinaemia due to Malnutrition in the 
Tropics 

E. Srransky, D. F. Dauis-LAwas, and I. LAwas. 
Journal of Tropical Medicine and Hygiene [J. trop. Med. 
Hyg. 54, 53-60, March, 1951. 13 refs. 


This paper is concerned with the relation of hypo- 
proteinaemia to inadequate intake of protein in the 
Philippines where, during the Japanese occupation, 
hunger oedema was seen and the pattern of serum 
protein values in cases of starvation was that of relative 
and absolute decrease and increase respectively in the 
albumin and globulin fractions, with a low total protein 
content of the serum. Later investigations revealed a 
similar pattern in infants breast-fed for over a year and 
in those artificially fed on diluted cow’s milk, the inference 
being that the protein intake was not commensurate with 
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the needs of the body weight. A similar pattern was 
noted in cases of kwashiorkor. 

The interrelationships with atrophy of the intestinal 
mucosa, liver integrity, anaemia, and antibody response 
to infection are referred to, as also those with hypo- 
vitaminosis and mineral-deficiency states. The asso- 
ciation with a diet in which rice, presumably polished, 
plays the main part is commented on. 

An interesting observation was that in acute gastro- 
enteritis the blood albumin level rose and the globulin 
level fell. [The abstracter has suggested that the 
low-albumin and high-globulin response to infection 
and starvation may be purposive in that, where there is a 
low dietary intake of protein and a demand for anti- 
bodies during infection or potentially as a_ survival 
factor, a decrease in albumin allows relatively more 
globulin (which includes antibody gamma-globulin) to 
be synthesized from the indispensable amino-acids in a 
low constant intake. The low blood globulin level in 
cases of acute gastro-enteritis may represent an early 
phase in the resynthesis in greater quantity of gamma- 
globulin specifically modified as antibody.] 

N. L. Corkhill 


1487. Familial Idiopathic Methaemoglobinaemia 

Vv. K. St. G. BreAKey, Q. H. Gipson, and D. C. 
Harrison. Lancet [Lancet] 1, 935-938, April 28, 1951. 
2 figs., 9 refs. 


Two cases of methaemoglobinaemia in a brother and 
sister are described. In both the cyanosis responded to 
the oral administration of methylene blue followed by 
ascorbic acid. A number of the relatives of these 
patients were examined and were all found to be free 
from methaemoglobinaemia, and the view is expressed 
that familial methaemoglobinaemia is inherited as a 
recessive character. The assays of diaphorase I (co- 
enzyme factor I) showed a deficiency in activity in both 
the patients as compared with normal controls. In the 
first case the capacity of the intact cells to reduce 
methaemoglobin in the presence of glucose and lactate 
in the absence of methylene blue is impaired as compared 
with a control. Geoffrey McComas 


1488. Metabolism of Iron in Hemochromatosis 

M. R. Beyers and S. E. Girtow. American Journal of 
Clinical Pathology {Amer. J. clin. Path.| 21, 349-356, 
April, 1951. 2 figs., 16 refs. 


A 27-year-old man weighing 60 kg. with proven 
haemochromatosis was observed during 5 periods; 
serial haemoglobin and haematocrit determinations were 
made 4 to 5 times weekly and the plasma volume was 
estimated by means of Evans blue dye (T1824) every 7 to 
12 days. The experiment was divided into 5 periods; 
7 days control on normal diet, 36 days during which 
4,190 ml. of blood were withdrawn, 30 days of observa- 
tion only, 2 days when 1,500 ml. blood were withdrawn, 
and 18 days of observation only. During the last 4 
periods, the patient’s diet contained only 2-7 mg. of iron 
per day, but was adequate in all other respects. 

During the first phlebotomy period the total circulating 
haemoglobin fell from 807 g. to 450 g., and in the 
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next 5 days to 415 g., representing a total loss of 392 g. 
of haemoglobin compared with 415 g. withdrawn. 
In the next 26 days the total circulating haemoglobin 
rose by 430 g. to 845 g. After removal of 197 g. more 
haemoglobin in the second phlebotomy period the-total 
circulating haemoglobin fell by 165 g. In the next 
11 days 259 g. was restored. The total haemoglobin 
restored to circulation, therefore, was calculated to be a 
minimum of 703 g, of which only 64 g. could have been 
synthesized from dietary iron. By calculation, the 
expected available iron from normal stores in a man of 
this size (1,600 mg.) would be sufficient for the production 
of only 478 g. of haemoglobin. [This hypothesis 
assumes that all available haemoglobin is in circulation, 
without possible reserve stores in the marrow, spleen, 
and other organs.] H. K. Goadby 


1489. Acute Porphyria 

A.M. GOLDMAN and M. H. KAPLAN. Annals of Internal 
Medicine [Ann. intern. Med.] 34, 415-427, Feb., 1951. 
30 refs. 


A brief summary is given of present clinical and 
pathological knowledge of acute idiopathic porphyria. 
Its importance in the differential diagnosis of obscure 
acute abdominal pains or acute disease of the central 
nervous system is stressed. A variety of psychiatric dis- 
turbances may occur, and paroxysmal hypertension has 
been described. The clinical diagnosis usually remains 
obscure until red urine is passed or urine which shows 
the characteristic red colour on standing. When the 
diagnosis is suspected, the Watson—Schwartz test 
(Ehrlich’s diazo reagent and chloroform) very simply 
distinguishes porphyrins from bile pigments in the 
urine. 

The authors describe 4 new cases of the disease in 
males, with full clinical and pathological data; 3 had 
jaundice which obscured the diagnosis at first. The cases 
exemplify the extremely protean nature of the clinical 
symptoms and signs. Treatment was with liver extracts, 
high carbohydrate and protein diet, and parenteral and 
oral administration of vitamins. There was complete 


clinical remission for 3, 6, 12, and 18 months respectively. - 


H. K. Goadby 


1490. Resistant Rickets. (Uber schwer 
Rachitis) 
J. Jocuims and R. SuttManis. Archiv fiir Kinderheil- 


kunde (Arch. Kinderheilk.] 142, 12-21, 1951. 14 refs. 


The authors studied the records of 317 cases of 
tickets admitted to their clinic between January, 1945, 
and October, 1950. Of these, 42 were resistant or 
refractory cases in that they failed to respond to a single 
Massive dose (Stosstherapie) of 15 mg. vitamin D> in 
the form of * vigantol”’. It required as many as 4 or 
more such doses given by mouth and/or intramuscularly 
over periods of up to 220 days to induce signs of healing. 
Citric acid was also given. As 35 of the resistant cases 
occurred during 1946 and 1947 the authors conclude 
that this is a special form of rickets brought about by the 
abnormal conditions before and after birth which pre- 
vailed in those years of scarcity. H. E. Magee 
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1491. Blood Flow in Gout 
A. J. BARNETT. British Medical Journal [Brit. med. J.] 1, 
734-736, April 7, 1951. 2 figs., 2 refs. 


Peripheral blood flow was measured by venous 
occlusion plethysmography in the feet of a man with 
bilateral podagra and obliterative vascular disease of the 
legs. During an acute gouty attack the resting blood 
flow in one foot was increased to 5 ml. per 100 ml. of 
limb volume per minute (normal 0-5 to 2-0 ml.), and 
increased further after a reactive-hyperaemia test. After 
subsidence of the acute attack the resting flow fell to 
normal, but againshowed a reactive-hyperaemia response. 
In the contralateral foot the resting blood flow was at 
the upper limit of normal both during and after a 
gouty attack; it was not increased after the arterial 
occlusion test. The obliterative arteritis was most 
severe in this limb. 

The author argues that these observations support the 
theory of a vasomotor disturbance with local production 
of a powerful vasodilator as the basis of the acute gouty 
attack. Ellis Dresner 
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1492. Diet in Diabetes 

C. C. ForsytH, T. W. G. KINNEAR, and D. M. DuNLop. 
British Medical Journal [Brit. med. J.] 1, 1095-1101, 
May 19, 1951. 6 figs., 34 refs. 


This is a serious and interesting study over 5 years of 
a group of 50 diabetics treated on a “* free ’’ diet compared 
with 40 on a controlled diet. [If there is such a thing in 
diabetics’ eating habits as a really “ free ’’ diet, eating or 
not eating what they please, this does not apply to the 
above Edinburgh group, as they were not allowed sugar, 
jams, and other soluble carbohydrates.] It is interesting 
to note that those on a “ free ”’ diet ate only 100 g. more 
carbohydrate than those on a controlled diet of 150 to 
200 g.; they utilized only 50 g.more. Most patients were 
treated on 2 doses of insulin a day (the average dose is 
not given). On the whole the high-carbohydrate diet 


_(the “ free’? diet) was successful in adults but not in 


adolescents. 

[The paper is not clear on the relative development 
of vascular complications in the two groups, but it merits 
close study by all workers in diabetic clinics.] 

R. D. Lawrence 


1493. Effect of Diabetes and Insulin on the Maximum 
Capacity of the Renal Tubules to Reabsorb Glucose 

S. J. Farper, E. Y. BerGer, and D. P. Earce. Journal 
of Clinical Investigation [J. clin. Invest.] 30, 125-129, 
Feb., 1951. 9 refs. : 


The authors have determined the glomerular filtration 
rate (G.F.R.) and maximum rate of tubular reabsorption 
of glucose (glucose Tm) in 12 diabetic patients and 9 
non-diabetic subjects. The plasma glucose level was 
raised to between 500 and 800 mg. per 100 ml. plasma 
by the intravenous injection of glucose solution and was 
maintained by a constant intravenous infusion delivered 
by a calibrated pump. The glomerular filtration rate 
was measured by insulin clearance. The known duration 
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of diabetes ranged from 1 to 23 years. None of the 
diabetic patients had established hypertension; 2 had 
minimal proteinuria and 1 had slight proteinuria with a 
few patches of exudate in the fundi. 

Five of the 12 diabetic patients were found to have 
glucose Tm values above the accepted normal range. 
It was above the mean normal in 10 of the patients: 
the two exceptions had decreased filtration rates although 
there was no clinical evidence of renal disease. The 
G.F.R. : glucose Tm ratios for the diabetic patients were 
significantly reduced. The administration of insulin 
decreased glucose Tm in each of the 12 diabetics and 
increased the G.F.R. : glucose Tm ratio towards normal 
in 10 of the 12. K. Black 


1494. Renal Function 
diabetiske nephropathi) 
P. THERNOE. Nordisk Medicin [Nord. Med.| 45, 630- 
633, April 25, 1951. 20 refs. 


Of 733 diabetic patients admitted to the wards of the 
Odense Hospital 30-1°% had albuminuria, which persisted 
in 11-5%. Persistent albuminuria was almost twice as 
frequent in patients whose diabetes occurred after the 
age of 30 as in the younger group, and its incidence was 
not associated with that of acidosis. In 94 cases ad- 
mitted during 1949 diodone clearance tests, by the method 
of Hilden, and urea clearance tests were carried out; 
both clearances were significantly reduced in patients 
with albuminuria, and as a rule remained normal for 
the first 20 years after the onset of the disease in patients 
without albuminuria. In patients with hypertension or 
retinitis the diodone clearance only was significantly 
impaired, urea clearance and blood urea level remaining 
normal. W. G. Harding 


in Diabetes Mellitus. (Den 


1495. The Excretion of 11-Oxycorticosteroids in Diabetes 
Mellitus. (L’élimination des 11-oxycorticostéroides dans 
le diabéte sucré) 

E. TRIANTAPHYLLIDIS. ‘Semaine des Hépitaux de Paris 
[Sem. Hép. Paris] 27, 1404-1408, April 30, 1951. 


The 11-oxycorticosteroid content of the urine was, 
estimated in 24 patients with diabetes of recent origin 
but no evidence of Cushing’s disease, acromegaly, or 
haemochromatosis. A parallel study was made of 15 
patients with suspected adrenal hyperfunction but no 
diabetes. [From the brief description given of the latter 
it is doubtful whether these were in fact cases of adrenal 
cortical hyperfunction.] The subjects could be divided 
into 3 groups: (1) non-diabetic persons of an average 
age of 30 years with 11-oxycorticosteroid excretion 
significantly above normal; (2) diabetic persons of an 
average age of 50 with 11-oxycorticosteroid excretion 
significantly above normal; (3) diabetics of an average 
age of 67 with normal | l-oxycorticosteroid levels. 

No significant correlation could be obtained between 
the degree of elevation of 11l-corticosteroid level‘ 
and dosage of insulin necessary to stabilize the diabetes. 
These findings suggested to the author that in young 
subjects the adrenal hyperfunction is compensated for 
by the pancreas, whereas in middle-aged subjects 
with evidence of adrenal cortical hyperfunction, as 
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shown by increased excretion of 11-oxycorticosteroids, 
the pancreas is less adaptable and is unable to respond 
to the prolonged hyperglycaemia; in elderly diabetics 
there is probably a simple insufficiency of the pancreas 
as the result of senile degeneration. The pathogenesis 
of diabetes is thus considered to be a complex disturb. 
ance of balance between the pancreas and the pituitary- 
adrenal system. Administration of large doses of 
pituitary extracts or adrenal extracts has been shown 
experimentally to induce diabetes, but only after a latent 
interval depending upon the dosage and the individual 
susceptibility; the pancreas presumably acts as a brake, 
giving way slowly to the hyperglycaemic effect of these 
extracts. 

Stress is considered to play a part in inducing these 
changes in human beings; thus 15 of 17 diabetics with 
increased 11-oxycorticosteroid excretion gave a history 
of infection, trauma, or psychic disturbance preceding 
or accompanying the diabetes, as against 2 out of 7 
with normal levels. It is suggested that in diabetic 
persons with raised 11-oxycorticosteroid excretion—that 
is to say, in the young type of diabetic with relatively 
low insulin requirements—a therapeutic attempt might 
be made to depress pituitary—adrenal function by means 
of implantation of sex hormones or deep x-ray therapy 
to the pituitary. Robert de Mowbray 


1496. Streptokinase and Streptodornase in the Treatment 
of Diabetic Gangrene 

L. V. McVay and D. H. Sprunt. Archives of Internal 
Medicine [Arch. intern. Med.] 87, 551-559, April, 1951. 
5 figs., 9 refs. 


Streptokinase is a fibrinolytic principle and strepto- 
dornase a pus-liquefying enzyme obtained from haemo- 
lytic streptococci. Five cases of superficial gangrene 
in diabetic patients are described and their response 
to therapy is presented. Treatment included control of 


the diabetic state with diet and insulin, systemic penicillin, 


and local application of a mixture of streptokinase, 
streptodornase, and aureomycin. The wounds rapidly 
became clean and painless, the gangrene limited, and 
healing initiated. In one case with intermittent ulcera- 
tion over 32 years the result appeared gratifying. 

The solution was prepared by mixing 100,000 or more 
units of streptokinase and 40,000 units or more of 
streptodornase in 5 ml. of sterile isotonic sodium chloride 
with aureomycin powder. This was applied locally every 
24 hours. 

[This is a very small series of cases, without controls. 
While the results are claimed for the enzymes, in all but 
One case aureomycin was included. It would have been 
of interest to observe the results with local aureomycin 
without enzymes.] I. Grayce 


1497. Two Types of Diabetes Mellitus, with and without 
Available Plasma Insulin 

J. BorNsTEIN and R. D. Lawrence. British Medical 
Journal (Brit. med. J.) 1, 732, April 7, 1951. 2 refs. 


See Pathology, Abstracts 1404 and 1443. 
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_Cardiovascular Disorders 


1498. An Evaluation of Methods of Dicumarol Adminis- 
tration 

S. SHAPIRO and M. WEINER. American Heart Journal 
[Amer. Heart J.] 41, 749-754, May, 1951. 1 fig., 6 refs. 


Factors to be considered in deciding the initial dosage 
of dicoumarol are reviewed, Estimation of the blood 
level of dicoumarol in one patient who was relatively 
insensitive to dicoumarol and who transformed it 
slowly showed that an initial dose of 600 mg. followed 
by 400 mg. at 10-day intervals maintained a satisfactory 
blood prothrombin level; daily doses of 50 and 100 mg. 
caused a toxic accumulation after the drug had been 
stopped at a satisfactory prothrombin level. Large 
doses at intervals of several days are preferable to a 
daily-dose regimen. D. Verel 


1499. The Circulation Time (Arm to Tongue Time) in 
Large Pericardial Effusions: an Aid in the Differential 
Diagnosis between Large Pericardial Effusion and Cardiac 
Dilatation 

S. Bettet, C. S. NADLER, and W. A. STEIGER. Annals 
of Internal Medicine [Ann. intern. Med.] 34, 856-861, 
April, 1951. 1 fig., 8 refs. 


In 16 patients with large pericardial effusions and small 
hearts, the circulation time was found to be normal or 
only slightly raised. In view of the established relation- 
ship between cardiac dilatation and circulation time, 
this simple test would seem to be a useful aid in differ- 
ential diagnosis. T. Semple 


1500. Treatment of Circulatory Insufficiency in Rheu- 
matic Children. (JleweHue KDpOBO- 
o6palieHHA peBMaTH3Me B WeETCKOM Bospacte) 

B. G. Lettres. Tleguatrpus [Pediatrija] No. 1, 11-17, 
1951. 


The treatment of 75 children suffering from rheumatic 
carditis is described. Digitalis and allied drugs were 
used, and were given in larger doses than is usually 
considered appropriate to the age of the patient.. From 
0:09 to 0-24 g. of digitalis leaf was given daily, if necessary 
per rectum in 15 ml. of 30°, glucose solution. The dose 
was reduced to one-half, then one-third as the effect of 
the drug appeared, and treatment was continued for 
7 to 14 days or even 1 to 2 months in severe cases. 
Strophanthus was usually given before treatment with 
digitalis, and the two drugs were never given together; 
5 to 10 minims (0-3 to 0-6 ml.) of the tincture was given 
daily for 10 to 30 days. Adonis vernalis was also given 
in some cases. In severe cases where digitalis was not 
fully effective, hypertonic glucose was given intra- 
venously (15 ml. of 40°, solution) and the patient 
was placed on a milk diet before giving digitalis. The 
diet had a diuretic effect which appeared on the third day, 
and diuresis was also produced by giving ** mercusal ” 

M—2c 


in doses of 0-6 to 2-0 g. daily for 4 to 5 days. Severe 
cases were treated in the open air in summer and some- 
times also in winter. Of the 75 patients, 18 were in 
the acute stage of the first attack; myocarditis and endo- 
carditis were present in all, and pericarditis in 12 cases. 
Ten died, 4 improved but relapsed later, and 4 were 
discharged well. Digitalis was often ineffective, and 
strophanthus was used instead. A further 26’ patients 
were suffering from relapses; mitral insufficiency was 
present in all, and aortic insufficiency in 8. Here also 
strophanthus was often more effective than digitalis. Of 
these 26 patients, 16 were discharged improved and 6 
died. 

The remaining 31 patients were suffering from relapses 
of lesser severity. The disease was in all cases of 7 to 9 
years’ standing, and valvular damage was more marked; 
there were 20 cases of mitral stenosis and 13 of tricuspid 
insufficiency. A good effect was obtained with full 
doses of digitalis, and as much as 0-32 g. was given daily 
in exceptional circumstances. Ten patients died, 8 were 
discharged improved but relapsed later, whereas im- 
provement was permanent in the remainder. 

D. J. Bauer 


1501. Self-administration of a Mercurial Diuretic. 
Experience of Patients with Mercaptomerin (Thiomerin) 
Sodium . 

S. KREHBIEL and H. J. Srewart. Journal of the American 
Medical Association [J. Amer. med. Ass.] 146, 250-253, 
May 19, 1951. 4 refs. 


The new mercurial diuretic mercaptomerin (‘ thio- 
merin ’’) sodium is effective if injected subcutaneously. 
A series of 71 ambulatory patients suffering from 
rheumatic, arteriosclerotic, and hypertensive heart 
disease, who needed repeated regular injections of a 
mercurial diuretic, were instructed in self-administration. 
Instruction in sterilization of syringes, the preparation 
and recognition of the signs of deterioration of the solu- 
tion, and self-injection into the thighs was given to 50 
patients in 2 sessions, to 4 patients in one, and to the 
remainder in 3 to 5 sessions. The first injection was 
supervised by the instructor. The solution, a 2-ml. 
syringe, and 1-6-cm. needles were issued. A nurse 
visited the patients in their homes every 3 weeks. 

In 5 months 1,425 injections were self-administered, 
the average per patient varying from 3 to 52. Over 
half the patients (38) needed 2 ml. once a week only; 
25 needed the injection twice weekly; some required a 
smaller amount at these intervals or 2 ml. less frequently. 
In the 5 months the regimen had to be altered in 15 cases. 
In 62 patients there was no increase in the symptoms or 
signs of failure and their body weight remained constant. 
Of 9 in whom the failure progressed, 6 had secondary 
lung infections; this proportion was no higher than 
in patients attending the clinic. Eleven patients com- 
plained of discomfort at the site of injection; this was 
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attributed to the distilled water of the solution. Nodules 
developed in 25 patients and in all but 2 were intermittent. 
In 4 local infection led to abscess formation. Nausea, 
diarrhoea, vomiting, rashes, renal damage, arrhythmia, 
and collapse were not encountered. During the trial 
5 patients died, 3 as a result of myocardial infarction, 
one of pulmonary embolism, and one of intercurrent 
Friedlander pneumonia. Of the total, 45 patients found 
self-administration convenient, in 17 enthusiasm waned, 
and the remainder preferred to attend the clinic. On an 
average 150 attendances per month were saved. 
Fortnightly or monthly follow-up visits to the clinic 
are recommended by the authors, who conclude that 
self-administration of mercurial diuretics in suitable and 
willing patients is feasible and saves the time of both 
patients and medical staff. Leon Cudkowicz 


1502. Uraemia Complicating Low Salt Treatment of 
Heart Failure 
A. B. BLack and J. A. LivcHFretp. Quarterly Journal 
of Medicine (Quart. J. Med.] 20, 149-162, April, 1951. 
3 figs., 18 refs. 


The authors describe cases of cardiac failure in which 
the patient, in addition to receiving a mercurial diuretic, 
was given a diet containing less than 0-2 g. of sodium per 
day. This treatment led to salt depletion, but at the 
same time to uraemia and, in some cases, to death. 
The glomerular filtration rate, renal plasma flow, and 
urea clearance were depressed. Administration of salt 
led to rapid improvement. G. Loewi 


1503. Cyclic Premenstrual Congestive Heart Failure 
M. G. SHERER and W. E. R. Greer. New England 
Journal of Medicine [New Engl. J. Med.| 244, 973-975, 
June 28, 1951. 29 tefs. 


1504. Thyrotoxic Heart Disease. Radiological Study. 
(La cardiopatia tirotoxica. Tercera comunicacién. 
Estudio radiolégico) 

J. Ortiz VAzQuez and A. Duque SAmpayo. Revista 
Espaiiola de Cardiologia |Rev. esp. Cardiol.] 5, 9-21, 
Jan.—Feb., 1951. 7 figs., 19 refs. 


The present communication is the third of a series 
on thyrotoxic heart disease and is devoted to a radio- 
logical study of 150 cases of this condition. The 
isolated radiological signs found were: vertical heart (46); 
irritable heart (91); increase of pulmonary conus and 
outlet of right ventricle (75); enlargement of left auricle 
(37); enlargement of left ventricle (23); dynamic dilata- 
tion of the aorta (24). 

The constitutional type of hyperthyroid heart is 
vertical and relatively small, with a tendency to a 
low cardio-thoracic index. Cardiac irritability is the 
commonest and most characteristic finding. It is a 
special type of contraction, rapid and lively, charac- 
terized by an increased amplitude of the diastolic 
excursion and rapid ventricular emptying. The vascular 
‘ pedicle shows a parallel activity. It is more marked in 
young patients and in Graves’s disease than in toxic 
adenoma. Infrequently (17 cases in this study) the 
radiological appearances are normal. Initial and ad- 


vanced mitral valvular disease are differentiated by 
the presence of dilatation of the left auricle and of either 
ventricle. These different pictures are interpreted as 
successive phases of the disease, from a purely functional 
irritability of the cardiac musculature to global hyper- 
trophy and dilatation. It is noted that all the above 
signs may be modified by appropriate therapy, with 
restoration to normal in most cases. 

Though the radiological picture is suggestive of 
thyrotoxic disease, the authors stress the differential 
diagnostic problems involved, especially in cases of early 
mitral stenosis, where they may be insuperable. 

J. J. Giraldi 


1505. Preliminary Results of the Clinical Application 
of Atrial and Ventricular Tensiography. (Premiers 
résultats cliniques de la tensiographie auriculaire et 
ventriculaire) . 

L. ConporeELLi, A. TURCHETTI, G. SCHIROSA, and A. 
STRANO. Acta Cardiologica [Acta cardiol., Brux.} 6, 
107-119, 1951. 18 figs. 


In normal subjects and in patients with various forms 
of heart disease the pressure in the right auricle was 
simultaneously recorded with a pneumogram. In some 
instances the pressure in the right ventricle and arterial 
and venous pressures were recorded in addition. Normal 
inspiration lowered auricular pressure by 3 cm. water, 
forced inspiration by 10 cm. Variations in auricular 
pressure due to auricular systole were considerably 
smaller than those due to respiration. Elevation of the 
legs resulted in a considerable increase in right auricular 
pressure whereby the respiratory variations persisted 
in normal subjects and in some of the patients with 
circulatory failure—for example, associated with auricular 
flutter and fibrillation. Respiratory variations in the 
right ventricular pressure in the normal subject are either 


absent or small, not exceeding 10 mm. Hg, but in cases 


of pulmonary hypertension they may be considerable. 

In the absence of any condition which impairs the 
transmission to the heart of respiratory changes in intra- 
thoracic pressure, the degree of respiratory variation in 
right auricular and ventricular pressure is a measure of 
myocardial tonus. This view is supported by the 
observation that such variations were greatly reduced by 
** veritol’’ and adrenaline, whereas they increased con- 
siderably in a case of auricular flutter when the ventricular 
rate changed from 120 to 240 per minute. 

[There is no bibliography or any reference to related 
work.] A. Schott 


1506. The Activation of the Interventricular Septum 
D. Sopi-PALLares, M. I. Ropricuez, L. O. Cualt, 
and R. ZUCKERMANN. American Heart Journal [Amer. 
Heart J. 41, 569-608, April, 1951. 33 figs., 18 refs. 


The process of septal activation in the dog’s heart was 
studied by means of unipolar leads, distant bipolar leads, 
and bipolar leads using contiguous electrodes. The 
exact location of the site at which the lead was taken was 
determined subsequently by post-mortem studies. 

The following conclusions were reached: The mean 
process of septal activation is developed from below 
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upwards. Extrasystoles produced in the epicardial 
surface of the apex of the ventricles cause a process of 
activation of the septum which proceeds from below 
upwards, but those provoked in the base of the ventricles 
produce a septal activation which proceeds from above 
downwards. The first region to be activated in the right 
surface of the septum is that portion in contact with the 
anterior papillary muscle. The distribution of the 
subsequent areas of activation follows the distribution 
of the right branch of the bundle of His. The differences 
found between the time of arrival of the wave of activation 
to the first and last portions of the right surface of the 
septum vary between 0-02 and 0-03 second, but on the 
left surface of the septum these differences do not 
exceed 0-01 second. The first regions of activation on 
the left were those between the apex and the base: this 
is in accord with the appearance of the first ramification 
of the left branch, which begins to subdivide at levels 
higher than the right branch. The greater part of the 
muscular tissue which makes up the septum behaves 
electrically as the left ventricle. When right bundle- 
branch block is produced, the time of arrival of the wave 
of excitation is not altered, whereas the production of 
left bundle-branch block causes considerable retardation 
of the arrival of the excitatory wave. The muscular 
tissue, which behaves electrically as left ventricle, 
approaches very closely the right surface of the septum, 
and there are even parts of the right surface that behave 
as left ventricle. Since the wave of activation reaches 
these areas rapidly (about 0-01 second) it is impossible 
to accept the concept that in bundle-branch block the 
wave of excitation crosses the septum slowly (it was 
supposed in 0-04 to 0-05 second). It would seem that 
retardation of the excitatory wave in bundle-branch 
block occurs in the septum, but in a very small region, 
probably 1 to 2 mm., and very near the right surface.— 
[From the authors’ summary.] 


1507. Metastatic Carcinoma of the Pericardium 

F. LaMpBsrta, M, J. NAReEFF, and J. ScHwas. Diseases 
of the Chest | Dis. Chest] 19, 528-536, May, 1951. 2 figs., 
14 refs. 


During necropsy on 1,000 patients with carcinoma, 
metastasis in the pericardium was found in 31. In 23 
the primary site was the lung; in the remainder it was 
in the breast, oesophagus, or pancreas. Pericardial 
effusion was found in 9 of the cases, constrictive peri- 
carditis in one. The remainder showed either a direct 
extension of the growth or else an obliterative pericarditis. 
A case of haemopericardium from a primary growth 
in the pancreas and one of constrictive pericarditis 
secondary to a bronchogenic carcinoma are described. 

It is concluded that metastatic involvement of the 
pericardium is rare and does not usually cause symptoms. 
The occurrence of paroxysms of auricular fibrillation 
and flutter should suggest involvement of the epicardium. 

W. C. Bain 


See also Pharmacology and Therapeutics, Abstract 
1371; Radiology, Abstracts 1388-9 and 1400; and Path- 
ology, Abstracts 1436-7. 
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1508. Unipolar Bronchial Electrocardiographic Explora- 
tion of the Heart in Man. A Preliminary Report 

I. Gotpstein, L. Porpy, K. Cuesky, H. S. Aral, E. R. 
SNYDER, and S. FEUERSTEIN. Circulation [Circulation] 3, 
911-922, June, 1951. 6 figs., 46 refs. 


The authors report the results obtained with bronchial 
electrocardiography in 8 subjects—6 with normal hearts 
and 2 with inactive rheumatic carditis. The unipolar 
exploring electrode consisted of an insulated wire, with 
a German-silver tip, contained in a No. 4 F ureteric 
catheter which was passed into the bronchial tree after 
sedation and local analgesia. The central terminal of 
Wilson was used as the reference electrode and tracings 
were obtained from various parts of the bronchial tree. 
Those taken in the right lower bronchial tree resembled 
those obtained with right auricular cavity léads, three 
types of P wave (QSp, QRSp, and Rp) occurring. 
Tracings obtained from the anterior and middle secon- 
dary branches of the right lower lobe were similar to 
lead aVR, and those from the posterior branches re- 
sembled leads V7R and V8R. In the left bronchial 
tree the tracings were like direct epicardial leads taken 
from the left side, while at the level of the pulmonary 
conus the lead in the left main bronchus yielded a 
QS pattern resembling a left-ventricular-cavity pattern. 
The size of the R wave increased and that of the Q wave 
diminished as the electrode was moved distally in the 
left bronchial tree, and vice versa. At left auricular 
level the curves mirrored those obtained from oeso- 
phageal leads at the same level and also showed a QS 
pattern. 

The authors conclude that unipolar bronchial leads 
reflect potentials of the entire heart and not merely 
those of the portions underlying the exploring electrode, 
and consider that the procedure may be usefully employed 
in cases of coronary insufficiency where conventional 
cardiography is not helpful. 

[This paper, which contains a brief review of the 
literature relating to the method, is of considerable 
theoretical interest and should be consulted for details 
of the procedure. Bronchial electrocardiography seems 
unwarranted, however, as a clinical investigation in 
patients with ischaemic heart disease. ] 

J. F. Goodwin 


1509. Transitory Partial Sino-atrial Block during the 
Administration of Streptomycin. (Blocco senoatriale 
parziale transitorio in soggetto in trattamento strepto- 
micinico) 

G. Dt Maria. Minerva Medica [Minerva med., Torino] 
42, 683-688, April 21, 1951. 12 figs., 19 refs. 


A young woman of 25 who was being treated with 
streptomycin for active pulmonary tuberculosis devel- 
oped a severe disturbance of intra-atrial conduction. 
An electrocardiogram (ECG), taken when she had 
received almost 100 g. of the drug, showed P; to be 
iso-electric and P2 and P3; gegative, with a conduction 
time of 0:12 second. Eight days after stopping the 
administration of the antibiotic the P wave returned to 
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its normal polarity, but still showed some change in 
shape. The atrial and ventricular rates remained the 
same, but the conduction time increased to 0-18 second. 
Changes in the ECG similar to those induced by strepto- 
mycin can be produced by compression of the carotid 
sinus; similar changes were also produced after a single 
dose of 0-5 g. of streptomycin. The disturbance was 
well established 30 minutes after the injection and had 
disappeared by the seventh hour. 

It is concluded that streptomycin caused a disturbance 
of the coronary sinus and of sino-atrial conduction. 

F. A. Langley 


1510. Electrocardiographic Studies during Operation 
for Coarctation of the Aorta 

M. M. ALIMURUNG and R. M. Smitn. British Heart 
Journal (Brit. Heart J.] 13, 203-211, April, 1951. 4 figs., 
20 refs. 


Electrocardiograms were recorded before and during 
resection of coarctation of the aorta, followed by either 
end-to-end anastomosis or insertion of an aortic graft, 
in 10 patients. The pre-operative electrocardiograms 
included the 3 standard bipolar limb leads, the 3 aug- 
mented unipolar limb leads, and 6 unipolar chest leads 
(V1—V6). During the operation the 3 standard limb 
leads were used. Pre-operative medication consisted 
of atropine and either morphine or pentobarbitone 
Anaesthesia was induced with either thiopentone or 
nitrous oxide and was maintained with endotracheal 
ether. 

Among the pre-operative records, 2 were within 
normal limits, 7 showed left ventricular hypertrophy, 
1 showed sinus arrhythmia with nodal escapes, 1 pro- 
longed A-V conduction (0-21 second), 2 incomplete 
bundle-branch block, and 2 S-T depression. During 
operation changes occurred in all cases: sinus tachy- 
cardia in 8, nodal tachycardia in 2, P-R prolongation in 
2 (including the case with prolongation pre-operatively), 
ectopic ventricular beats in 1, QRS abnormalities in 6, 
S-T depression in 4, and T-wave changes in 7. These 
changes tended to occur before and during the clamping 
of the aorta; during the release of the clamps, and 
subsequently during the closure of the chest, the electro- 
cardiograms usually started to show evidence of improve- 
ment. The sinus tachycardia is attributed to the effect 
of the ether. 

The suggestion is made that the absence of serious 
cardiac disturbances in these patients is due to pre- 
cautions that were observed to prevent excessive rise 
in blood pressure following the clamping of the aorta. 
The lack of any marked changes in the records of the 
patients with P-R prolongation and those with slight 
QRS prolongation is taken to mean that “ such con- 
duction defects are not absolute contraindications to the 
operation ”’.. W. A. R. Thomson 


1511. The Electrocardiographic Clue to Ventricular 
Aneurysm 

R. V. Forp and H. D. Levine. Annals of Internal 
Medicine [Ann. intern. Med.] 34, 998-1016, April, 1951. 
12 figs., 29 refs. 


CARDIOVASCULAR DISORDERS 


1512. The Pathogenesis of the Wolff—Parkinson—White 
Syndrome. (Uber die Pathogenese der atypischen 
verkiirzten AV-Uberleitung (Syndrom von Wolff, 
Parkinson und White)) 

E. GADERMANN. Zeitschrift fiir. Klinische Medizin {Z, 
klin. Med.} 148, 1-11, 1951. 8 figs., 23 refs. 


The Wolff—Parkinson—White syndrome is_ usually 
recognized as comprising a short P—-R interval, prolonged 
and deformed QRS complexes, and a tendency to par- 
oxysmal tachycardia. The author reports 42 cases 
studied in detail with special reference to the fundamental 
process of the malady. The original cases of Wolff, 
Parkinson, and White (Amer. Heart J., 1930, 5, 685) 
were marked by functional bundle-branch block and 
abnormally short P—R interval and were in young people 
otherwise healthy except for a liability to attacks of 
auricular fibrillation or of paroxysmal tachycardia. 
The authors regarded the malady as benign, but this 
conception has been challenged more than once in the 
last 20 years. 

In the present article the view is expressed that pre- 
mature excitation of the ventricle may be the under 
lying disturbance, and that this is by no means always 
benign. Moreover, the malady cannot now be regarded 
as “ functional’, as it is almost certainly due to extra 
conducting bundles between the auricles and ventricles, 
but other abnormalities, such as a single accessory 
branch from the main bundle, may well be the cause of 
premature excitation. Just as there may well be a wide 
variety of abnormalities in the conducting bundles, so 
there may be a wide variation in the prognosis of the 
malady, which, as the present author stresses more than 
once, is probably a great deal more common than is 
usually believed. . 

[The present article should be read in association with 
the work of Duthie (Brit. Heart J., 1946, 8, 96) and with 
the original work of Parkinson.]} G. F. Walker 


ENDOCARDITIS 


1513. Brucelia abortus Endocarditis 

F. D. Hart, A. MorGan, and B. Lacey. British 
Medical Journal [Brit. med. J.] 1, 1048-1053, May 12, 
1951. 4 figs., 28 refs. 


The literature of Brucella endocarditis is reviewed 
and a case in which Br. abortus was responsible_ reported. 
The patient was a farm labourer, aged 48, who had hada 
cardiac lesion from the age of 7. He was seen at an 
out-patient clinic complaining of palpitations for 6 
months, malaise and fatigue for one year, and night 
sweats for 3 weeks. Clinically and radiologically the 
picture was one of aortic stenosis. Three weeks later 
he returned with fever, and a diagnosis of subacute 
bacterial endocarditis was made. The temperature 
ranged from 100° to 104° F. (37-8° to 40° C.), blood pres- 
sure was 120/85 mm. Hg., and slight clubbing of the fingers 
was present. Three successive blood cultures yielded 4 
pure growth of Br. abortus, and the serum agglutinated 
the organism to a titre of 1 in 5,000. In spite of his high 


fever he did not complain and he looked far from being 
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asick man. He was treated with courses of penicillin, 
aureomycin, and streptomycin. He was transferred to a 
convalescent home after about 3 months in hospital; 


he was still slightly febrile, but culture of his blood had . 


been negative for about 2} months. . 

In the third week of convalescence he began to feel 
ill, his temperature rose, joint pain developed, and he 
looked a sick man. He began to experience “ black- 
outs ’’ without loss of consciousness. An electrocardio- 
gram showed complete A-V block. Chloramphenicol 
therapy was instituted, but he died two days later with 
marked pulmonary oedema. At necropsy bacterial 
endocarditis was found superimposed on chronic 
rheumatic endocarditis (aortic stenosis and incom- 
petence). Mycotic aneurysms of the sinuses of Valsalva 
were found and these involved the cardiac septa. There 
were infarcts in the spleen and right kidney and focal 
embolic nephritis. Br. abortus was cultured from the 
cardiac vegetations and the bone marrow. 

All cases of Brucella endocarditis, whether due to 
Br. abortus, Br. melitensis, or Br. suis, have been in males. 
In all the cases of Br. abortus endocarditis death has been 
of cardiac type, usually with marked pulmonary oedema. 
The frequency of myocardial lesions, especially in the 
septa, where they give rise to disturbances of conduction, 
seems to be a feature of Br. abortus endocarditis. There 
is no clear evidence that antibiotics have so far altered 
the course of the disease. F. A. Langley 


1514. Subacute Bacterial Endocarditis. A Review of 
442 Patients Treated in 14 Centres Appointed by the 
Penicillin Tria's Committee of the Medical Research 
Council 

J. E. Cates and R. V. Curistie. Quarterly Journal of 
Medicine [Quart. J. Med.) 20, 93-130, April, 1951. 
3 figs., 39 refs. 


This paper reports the results of the treatment of 408 
patients with subacute bacterial endocarditis in 14 
centres in the British Isles between 1945 and 1948. In 
all cases a positive blood culture was obtained before 
treatment began. The follow-up period varied from a 
few months to over 4 years. The ages of the patients 
ranged from 7 to 74 years, but 62% were between 15 
and 35 years of age. There were 202 males and 206 
females. 

Disease of the mitral valve alone occurred in 169 
patients, of whom 109 were females and 60 males. 
Females between the ages of 15 and 35 years were 
particularly affected. The aortic valve alone was 
affected in 44 cases (36 male and 8 female). Both aortic 
and mitral valves were diseased in 143 cases (76 male and 
67 female). Tricuspid disease was not diagnosed during 
life in any patient, but vegetations of the tricuspid valve 
were reported in 4 of the 89 cases which came to necropsy. 
There were 45 patients with congenital heart disease. 
The sex incidence in this group was equal, but a ventricular 
septal defect was slightly commoner in the males and 
persistent ductus arteriosus in the females. Seven 
patients were found post mortem to have bicuspid 
aortic valves. Of 139 cases in which the aetiology was 
specifically sought there were acquired lesions in 120, 


and probably 90% of these were rheumatic. Syphilis 
was present in 4 cases, but was the sole cause of the 
disease in only one. Hypertensive heart disease was the 
cause in only one case. In no case was myocardial 
infarction the predisposing cause of infection, nor did 
infection occur in a previously normal heart. 

The infecting organism was an «-haemolytic strepto- 
coccus (Streptococcus viridans) in 87%, and a non- 
haemolytic streptococcus in 7% of cases. In the re- 
mainder other streptococci, staphylococci, Haemophilus 
influenzae or para-influenzae, and a pneumococcus were 
found, and in 3 cases there was a mixed infection. In 
85% the resistance of the Strep. viridans to penicillin 
was between one-quarter and twice that of the Oxford 
staphylococcus; in only 4% was it over 8 times more 
resistant. Of the 35 cases of Strep. viridans in- 
fection 65 relapsed, and an increase in resistance 
to penicillin was reported in 15. This increase in re- 
sistance was three- to ten-fold in 14 cases and 160-fold in 
one. No change in resistance was reported in the other 
organisms. 

In a representative group of 215 cases there were 
signs of dental sepsis or a history of. tooth extraction 
in 48%, and in 14°%% some other focus was found. In a 
group of statistically unselected patients the initial 
symptoms were those of fever in 63%, heart failure in 30%, 
peripheral embolism in 20%, joint pains in 17%, and 
pulmonary embolism in 10%. Other initial symptoms 
included gastro-intestinal upsets, headaches, Osler’s 
nodes or tender finger-pulp, skin rashes, or amenorrhoea, 

The results of the M.R.C. trials are reviewed, and on 
the basis of these. results it is recommended that the 
minimum dosage of penicillin should be 2 mega units 
daily for 4 to 6 weeks. If the infecting organism is 
four or more times as resistant as the Oxford staphylo- 
coccus a larger dose may be required; with very resistant 
organisms 10 or 20 mega units daily may be necessary. 
Probably the combination of penicillin and streptomycin 
is the treatment of choice in these cases. 

Patients who relapsed did so within 20 days from the 
end of treatment in 75%, and within a month in 92% 
of cases. After 6 months of apparent cure the risk of a 
delayed relapse or reinfection is 2% perannum. A major 
arterial embolism occurred in 145 cases (35%); in half 
of these it was cerebral. Coronary embolism was 
diagnosed during life in 8 cases and found post mortem 
in another 8. Other sites of serious embolism included 
8 in the eye, 6 in the mesentery, and 10 in the aorta, iliac 
artery, or main blood vessels of the leg. Pulmonary 
embolism affected 35% of the patients with congenital 
and 10% of those with acquired heart disease. Auri- 
cular: fibrillation was recorded at some stage in 4-5% of 
cases. 

Of the patients who died from heart failure 53 came 
to necropsy, and severe damage to the valves or chordae 
tendineae was found in 26%. Over 80% of patients 
showed some evidence of mild renal damage, but this 
usually resolved in a few weeks. There was an infection 
of the urinary tract in 6% of cases. Infection had not 
been controlled, or had recurred, in 45 (23%) of the 195 
patients who died; many of these had received inadequate 
treatment. Heart failure was the commonest cause of 
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death and was present in 63% of cases. Other causes of 
death were arterial embolism (13%), haemorrhage (10°), 
uraemia (9%), rheumatic fever (2%), pulmonary embolism 
(2%), and pneumonia (2%). Heart valves were stained 
for organisms in 60 cases in which patients died with the 
infection apparently controlled: organisms were seen 
in 39 (65%) and seemed to be viable in 19 (33%). The 
significance of these findings remains in doubt. Of the 
408 patients 14-5°4 died during treatment and another 
27-4% died in the first 6 months after treatment had 
ceased. In subsequent years an average of only 4% 
of the survivors died per annum. 

The most important of the various factors affecting 
prognosis was the presence of heart failure before treat- 
ment. Other factors were age, sex, the site of the lesion 
and the question whether it was congenital or acquired, 
the state of nutrition, and the duration of infection. 

There were a further 34 patients who appeared to have 
subacute bacterial endocarditis although their blood 
cultures were negative. The results of their treatment 
have already been published (Brit. med. J., 1949, 2, 950). 
In most of these cases there was good evidence of bacterial 
infection, fever responding to penicillin in 25 (73%), and 
in half of those coming to necropsy organisms were 
found in the heart valves. Only 6 patients were “* cured ”” 
It is suggested that in this type of infection an even 
larger dose of penicillin may be required than is recom- 
mended for patients with positive blood cultures. 

A. W. H. Foxell 


1515 Treatment of Subacute Bacterial Endocarditis, with 
Special Reference to Treatment with Streptomycin and 
Large Doses of Penicillin. (Zur Klinik und Therapie 
der Endokarditis lenta unter besonderer Berucksichtigung 
der Behandlung mit Streptomycin und hohen Penicil- 
lindosen) 

H. KLEeINFELDER. Zeitschrift fiir Klinische Medizin [Z. 
klin. Med.) 148, 53-91, 1951. ‘1 fig., bibliography. 


Reference is made to the pioneer work of Christie in 
this connexion but, as is now well known, substantially 
higher doses of penicillin, and for longer periods than 
was thought necessary by the pioneers, are required in 
the treatment of malignant endocarditis. Nevertheless, 
there is a steady proportion of patients who, in spite 
of high and prolonged dosage of penicillin, do not 
recover. The refractory nature of these cases may be 
due to the virulence of the organism concerned, or it 
may be due to the tough, impenetrable nature of the 
fibrinous coat covering the vegetations. This fibrinous 
varnish upon lesions on the valves is usually, but not 
always, penetrated by penicillin, but it certainly cannot be 
penetrated by sulphonamides. A considerable number 
_of refractory cases of endocarditis lenta do well on 
streptomycin, partly because of the sensitivity of the 
organism and partly because of the friability of the 
fibrinous coating on the valves. This fact should 
certainly be better known among clinicians. 

G. F. Walker 


1516. Endocardial Fibrosis 
I. R. Gray. British Heart Journal (Brit. Heart J.} 13, 
387-396, July, 1951. 5 figs., 30 refs. 


DISTURBANCES OF RHYTHM 


1517. An Electrokymographic Study of Delayed Ejection 
in Intraventricular Block. (Etude électrokymographique 
du délai d’éjection dans les blocs intraventriculaires) 

M. Secers and J. HENDRICKX. Acta Cardiologica [Acta 
cardiol., Brux.] 6, 150-162, 1951. 8 figs., 11 refs. 


Electrokymograms of the aorta and pulmonary artery 
were recorded simultaneously with the electrocardiogram 
in 37 cases of intraventricular block: 20 of left 
bundle-branch block (16 of ** major’’ block with QRS 
equalling or exceeding 0-12 second, 4 of “ minor” 
with QRS measuring 0-10 to 0-14 second) and 17 of right 
bundle-branch block (9 major, 8 minor). A delay in 
ejection was usually, but not invariably, found on the 
side of block and was more frequent in left than in right 
and in instances of “ major ”’ than of * minor ”’ block. 
There was no relation between degree of delay and dura- 
tion of QRS. In instances of intermittent bundle- 
branch block the delay in ejection may or may not remain 
unchanged with the change in the electrocardiographic 
appearance. The delay seemed to atfect the gradient 
and amplitude, but not the beginning of the systolic 
retraction of the left ventricle. In cases with extra- 
systoles the delay in ejection was reduced in the first 
post-extrasystolic beat. 

It is concluded that these observations cannot be 
explained by the classical theory of bundle-branch 
block, and accord with Segers’s hypothesis of an intra- 
parietal block at the junction between the Purkinje 
fibres and myocardium. A. Schott 


1518. Utility and Limitations of Intravenous Quinidine 
in Arrhythmias 

L. J. ACIERNO and R. GUBNER. American Heart Journal 
[Amer. Heart J.) 41, 733-741, May, 1951. 4 figs., 
10 refs. 


Quinidine restored sinus rhythm in 22 of 28 patients 
with acute cardiac arrhythmia, but in none of 16 chronic 
cases. Most patients were given 0-13 g. quinidine 
intravenously every 5 minutes for 5 doses. Some 
received a further dose of 0-3 g. after an interval of half 
to one hour. In 5 cases (all of chronic heart disease) 
serious arrythmia occurred, and 4 of these patients died. 

D. Verel 


1519. Procaine and Cardiac Arrhythmias. (Novocain y 
arritmias del corazon) 

J. Zapata Diaz, J. FERNANDEZ CAMINERO, P. CAHEN, 
and F. MeNboza. Archivos del Instituto de Cardiologia 
de México {Arch. Inst. cardiol. Méx.] 21, 91-110, 1951. 
10 figs., 43 refs. 


This preliminary communication describes the action 
of procaine in 14 patients with various arrhythmias. 
Pure crystallized procaine, made up in solution just 
before use, was given in doses of 100 to 150 mg. according 
to the weight and age of the patient. Results of pre- 


liminary intradermal sensitivity tests were all negative. 
Three cases of long-standing auricular fibrillation showed 
no response; sinus rhythm was obtained in 3 cases of 
paroxysmal auricular tachycardia; and in 3 of frequent 
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ventricular premature beats permanent relief resulted. 
One case of paroxysmal ventricular tachycardia (later 
changed into sinus rhythm with large doses of quinidine) 
showed noresponse. Of4more patients with paroxysmal 
auricular tachycardia, 2 responded favourably, in 1 there 
was doubtful improvement, and the fourth died. 

The pharmacological action of procaine is discussed 
with special reference to that on the myocardium. 
The single death was thought to be due either to the pro- 
caine alone or to the combined actions of procaine and 
digitalis. René Mendez 


1520. Observations in Three Cases of Stokes—Adams 
Syndrome due to Ventricular Fibrillation. (A propos de 
3 cas de syncopes de ** Morgagni-Adams-Stokes ” par 
fibrillation ventriculaire) 

A. Gonin, L. GALLAVARDIN, R. FROMENT, —. FINAS, and 
—,. CHEYNEL. Archives des Maladies du Ceur et des 


' Vaisseaux [Arch. Mal. Ceur] 44, 398-406, May, 1951. 


3 figs., 11 refs. 


Electrocardiographic tracings were obtained in 3 cases 
during periods of syncope. The first 2 patients already 
had auriculo-ventricular block, while the third was 
subject to paroxysmal tachycardia; 2 were hypertensive. 
In the first patient ventricular fibrillation was recorded 
for 2} minutes, and this was followed by 20 seconds’ 
total lack of cardiac activity. The tracings for the 
second patient showed 5 minutes of ventricular fibrillation 
merging with an irregular series of ventricular extra- 
systoles. 
tachycardia interrupted by some 30 brief periods of 
syncope, when the heart appeared to have stopped; 
the tracings then showed a fairly regular ventricular 
tachycardia at 300 to 400 per minute. ° 

The authors note the length of such attacks of syncope 
(5 to 7 minutes, followed by a longer period of stupor) 
and the bad prognosis. -For treatment of the syncope 
they recommend oral quinidine or injections of vago- 
mimetic drugs rather than adrenaline or ephedrine, 
which they consider capable of initiating a paroxysm 
of ventricular fibrillation. J. A. Cosh 


CORONARY ARTERY DISEASE AND 
ANGINA 


1521. Myocardial Infarction: a Study of the Acute Phase 
in 920 Patients 

F. J. Smit, J. W. Keyes, and R. M. DENHAM. American 
Journal of the Medical Sciences [Amer. J. med. Sci.| 221, 
508-521, May, 1951. 3 figs., 18 refs. 


The authors analyse the 920 cases of myocardial 
infarction treated in the Henry Ford Hospital, Detroit, 
during the years 1925-49. The patients came from 
a mainly industrial population of mixed nationalities. 
The year-by-year incidence is not discussed. Men 
were affected 4 times as often as women. In women 
ages tended to be greater and the mortality rate 
higher; they more often had associated hypertension, 
Obesity, or diabetes, although these factors alone did 
Not seem to influence mortality. 


The third had a long paroxysm of auricular . 


Anticoagulants were given to 189, in whom the 
mortality rate was 14%, compared with 25% in the 
remainder. Thrombo-embolic complications arose in a 


_fifth of the untreated patients, and this incidence was 


at least halved by anticoagulants. The chief such com- 
plication was puimonary embolism, occurring mainly 
between the second and fourteenth days, apparently 
averted as successfully by dicoumarol alone as by di- 
coumarol and heparin. About half the patients had 
angina before infarction, and in 15% this first arose 
within the preceding month, but its occurrence was 
without effect on the mortality rate. The majority of 
infarcts were anterior, and these were more often fatal 
than posterior ones. Arrhythmia and congestive failure 
adversely affected mortality rates; digitalis appeared to 
have a place in the treatment of the latter, akhough its 
use was twice associated with the onset of ventricular 
paroxysmal tachycardia. J. A. Cosh 


1522. Hemorrhagic Pericarditis in Acute Myocardial 
Infarction Treated with Bishydroxycoumarin 

R. GOLpsTEIN and L. Wotrr. Journal of the American 
Medical Association |J. Amer. med. Ass.) 146, 616-621, 
June 16, 1951. 2 figs., 29 refs. 


The authors describe 2 cases of myocardial infarction 
treated with dicoumarol in which necropsy showed a 
haemorrhagic pericarditis. It is pointed out that 
fibrinous pericarditis is a common complication of 
myocardial infarction, and that the constantly moving, 
vascular, and granulating surface is predisposed to 
bleeding if hypoprothrombinaemia and vasodilatation 
is produced by dicoumarol. Haemorrhagic pericarditis 
should be suspected in the presence of a prolonged 
and persistent or recurrent friction rub, a recurrence of 
cardiac pain, vascular collapse with distension of neck 
veins, and signs of pericardial effusion. On these 
grounds the diagnosis was made in a third case, in which 
the patient recovered. 

Apart from discontinuing dicoumarol, treatment 
consists in repeated transfusions of blood or plasma 
and the intravenous injection of vitamin K (preferably 
vitamin K, oxide) until the prothrombin time has 
permanently returned to normal. Treatment of cardiac — 
tamponade, which was the cause of death in one of these 
cases, consists in a pericardial tap. The need for rigid 
control of the prothrombin time is emphasized. 

A. Schott 


1523. Coronary Occlusion in Young Adults. Review of 
a Hundred Cases in the Services 

M. NewMan. Lancet [Lancet] 1, 1045-1048, May 12, 
1951. 3 refs. 


The author reviews 50 further cases of coronary 
occlusion occurring in men and a woman recently 
discharged from the Services. With the series described 
in 1946 this makes a total of 100 patients. Of these the 
youngest was 20 years and the eldest 35; a quarter of 
them were under 28 years and half under 32. Nearly all 
were graded Al on admission; only 9 out of the 100 
were officers and only 14 had sedentary occupations 
before joining up. Most were strongly built. The total 
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mortality was 80%, and 74% were either found dead or 
died immediately after a collapse. At necropsy the 
heart was enlarged in about 50%. The coronary arteries 
were thickened, tortuous, and calcified, the left being 
affected nearly twice as often as the right. A thrombus 
was present in less than one-quarter of the cases, the 
occlusion being usually caused by an atheromatous 
plaque or gross atheroma. 

It is suggested that genetic influences are the important 
factor in the aetiology of coronary disease in young 
people. C. W. C. Bain 


1524. Khellin in the Treatment of Angina Pectoris 

H. L. OsHer, K. H. Katz, and D. J. WAGNER. New 
England Journal of Medicine [New Engl. J. Med.] 244, 
315-321, March 1, 1951. 2 figs., 29 refs. 


The authors review the already quite extensive litera- 
ture on khellin and report the results in a controlled 
investigation of its use in 32 patients with angina pectoris. 
Khellin is a crystalline substance, dimethoxymethyl- 
furanochromone, C;4H;20s, derived from the plant 
Ammi visnaga. It relaxes smooth muscle and causes a 
considerable and prolonged dilatation of the coronary 
arteries. The systemic arteries are less sensitive to it 
and there is therefore no change in blood pressure. It 
is rapidly absorbed from the intestine, but excretion is 
slow, so that it tends to accumulate in the body. It 
appears to have no harmful action on any organ, and 
maintains its effectiveness even when given for long 
periods. 
of which gastric irritation and insomnia are the most 
important; they may be sufficiently severe to preclude 
its use. 

The 32 patients selected for the trial had all been 
observed in aclinic for some months or years. All had 
well-established angina pectoris, the severity of which 
was assessed by standard exercise tests and daily require- 
ments of trinitrin. The investigation conformed to 
accepted methods, placebos being substituted from 
time to time. Treatment was continued for periods 
ranging from 3 to 10} months. Crystalline khellin was 
made up in doses of 40 mg. contained in sugar-coated 
capsules given four times a day after meals and before 
retiring. A satisfactory regimen was to start with a 
daily dose of 120 mg., increasing by 40 mg. a day until 
an effective dose was reached. Improvement, if it was 
going to develop, would start within the next 1 to 2 
weeks. The results were graded as follows: ‘* marked ”’ 
improvement (11 patients) if the angina pectoris became 
infrequent and mild and the exercise tolerance was 
doubled; ‘moderate’? improvement (li patients) if 
the trinitrin requirements were halved and the exercise 
tolerance raised by one-third; “slight ’’ improvement 
(4 patients) if the improvement was definite, but less than 
in the preceding group; and no improvement (6 patients). 

Toxic reactions restricted the daily dose of khellin 
to 120 mg. or less in 3 patients. In others there were 
toxic symptoms which lasted a few days, eventually 
disappearing, although the same dose of khellin was 
maintained. Khellin caused no change in the resting 
electrocardiogram (ECG). The effect on the ECG taken 


It sometimes produces unpleasant symptoms, - 


CARDIOVASCULAR DISORDERS 


during exercise was noted in 9 patients; it was unaltered 
in 5, and ischaemic changes were diminished in 2 and 
abolished in 2. It was found that improvement some- 
times continued for as long as 2 months after the 
administration of khellin had ceased. This may have 
been due to spontaneous remission, but very possibly 
to the cumulative effect of the drug. 

The authors conclude that khellin is a safe and effective 
drug in the treatment of angina pectoris. 

Arthur Willcox 


CIRCULATORY DISTURBANCES 


1525. Sclerotization of the Adrenal Medulla in the 
Treatment of Arterial Hypertension in Man. (La 
médullo-sclérose surrénale, traitement de l’hypertension 
artérielle humaine) 

M. Riser, —. LAvirry, —. GLEIZE, and —. RASCOL. 
Presse Médicale (Pr. méd.| 59, 869-870, June 20, 1951. 
1 ref. 


There is a good deal not understood about the func- 
tions of the cortex and the medulla of the adrenal 
glands in the maintenance of blood pressure. Bilateral 
ablation by surgery or disease is incompatible with life. 
Many years ago the authors’ attempted the chemical 
sclerosis of the medulla of the glands in dogs, and have 
recently perfected their technique to such an extent that 
they have tried the effect of this procedure in human 
beings. 

After a Smithwick operation in cases of hypertension 
they have injected 4 to 5 ml. of a solution of 30% salicylic 
acid in a 20% “ retard subtosan ” solution through 3 or 
4 punctures into the medulla of the gland on each side. 
The adrenal gland must be adequately exposed for this to 
be achieved accurately. On all occasions this was 
followed by a significant and lasting fall in arterial 
pressure. They advise estimation of the 17-ketosteroid 
excretion for a few days post-operatively in order to 
determine whether there has been any damage to the 
cortex of the gland, which, in fact, occurred in one of their 
cases: there were no detectable clinical phenomena 
resulting from this. 

The authors point out the need for much more experi- 
mental work on this subject. Peter Martin 


1526. The Action of Dihydrogenated Ergot Derivatives 
in Arterial Hypertension. (Action des dérivés di-hydro- 
génés de l‘ergot dans I’hypertension artérielle) 
R. L. Duret. Acta Clinica Belgica {Acta clin. belg.] 6, 
85-106, March-April, 1951. 6 figs., 29 refs. 


The author reviews work published in Switzerland 
on the pharmacological action of the dihydrogenated 
derivatives of ergotoxine, which in animals exhibit 
hypotensive properties. At the Hépital de Saint-Gilles- 


les-Bruxelles the author investigated the effect, in normal 
subjects and in hypertensive patients, of the admin- 
istration of ‘* hydergine ’”’ (CCK 179), a mixture of equal 
parts of three dihydrogenated ergotoxine alkaloids: 
a potable solution contained 1 mg. of active principle 
Single intra- 


per ml., and ampoules 0-3 mg. per ml. 
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yenous injections were followed by slight hypotension 
(especially systolic), augmented (without faintness) on 
standing, and diminution of cold-pressor effect and of 
the effect of subcutaneous injection of adrenaline, with 
sinus bradycardia. 

The author chose 20 patients with hypertension for 
treatment: all had been under observation for 2 to 10 
years. The mean of the lowest tensions observed during 
this time was taken as the basis for assessing results. 
Oral dosage was used at first, increasing from 15 up to 
30 drops thrice daily for one month; if there was then 
no improvement, 1 ml. was injected intramuscularly 
daily or on alternate days while continuing larger oral 
doses, up to 8 ml. daily. In a few cases oral treatment 
only was needed. After 2 to 3 months there was a 
reduction of systolic pressure of at least 10% in 16, and 
of diastolic pressure of over 10% in 12. The response 
was maintained after the end of treatment in less than 
half the cases. Two patients showed no therapeutic 
response. In 17 cases subjective symptoms improved 
within 3 weeks of starting treatment. The only toxic 


effect observed was a transient allergic skin reaction. 


From a critical statistical analysis hydergine appeared 
effective in 14 cases (70%) as a true hypotensive agent 
and for diminishing pressure fluctuations: 7 cases still 
showed improvement 2 months after the completion of 
treatment. R. S. Stevens 


1527. Treatment of Arterial Hypertension by Penta- and 
Hexa-methonium Salts based on 150 Tests on Hyper- 
tensives of Varied Aetiology and 53 Patients Treated for 
Periods of Two to Fourteen Months 

F. H. SMirK and K. S. Atstap. British Medical Journal 
[Brit. med. J.] 1, 1217-1228, June 2, 1951. 5 figs., 
26 refs. 


This important paper reports 53 cases of hypertension 
treated with hexamethonium bromide for periods of 
2 to 14 months. The cases were selected from 150 
cases of hypertension of varied aetiology after a test 
injection of 15 mg. hexamethonium bromide. The 
injection was administered with the patient sitting, and 
a good fall in blood pressure was the basis of selection 
for continued treatment. The authors found that 
tolerance to the drug rapidly developed in the course of 
the first few days of treatment, and 5 to 10 times the 
original dose might subsequently be necessary to produce 
the same effect as the initial dose. The effects of the 
drug were enhanced by a low-sodium diet. 

It is pointed out that with oral dosage it is not always 
possible to maintain a substantial fall in blood pressure 
for appreciable portions of the day and night once 
tolerance has developed. The selection of patients 
Tequires care, and caution should be exercised in regard 
to patients with much cerebral or coronary sclerosis. 
Treatment ‘can be both ineffectual and dangerous if it 
is not adjusted to the individual—that is, to the patient’s 
response to the drug, postural hypotension, salt intake, 
and tolerance. With marked impairment of renal 
function treatment may be ineffective. 

There has been good clinical improvement in the 
subjects treated, with relief of dyspnoea, pulmonary con- 


gestion, headache, papilloedema, and retinal exudation. 
In some cases there has been complete or partial reversal 
of the electrocardiographic changes of hypertension. 
The authors believe that with care in the administration 
of the drugs, hexamethonium salts are an effective and 
generally applicable remedy for most cases of hyper- 
tension. James W. Brown 


1528. Cortisone and ACTH in Essential Hypertension. 
Establishment of Renal Glycosuria 

H. Dustan, A. C. Corcoran, R. D. TAytor, and I. H. 
PaGe. Archives of Internal Medicine (Arch. intern. Med.] 
87, 627-635, May, 1951. 1 fig., 14 refs. 


Of 4 patients with severe essential hypertension, 
2 were given cortisone and 2 ACTH; in each case the 
dose was 100 mg. per day. The effect of this treatment 
on blood pressure, renal function, and other functions 
was studied. The cases were selected because of their 
known stability of function and blood-pressure level; 
dietary intake was kept constant and treatment was not 
started until after an adequate control period. Blood- 
pressure readings showed no dramatic change. There 
was a reduction in systolic pressure in one patient 
given cortisone, but this effect could not be obtained 
by a subsequent course of treatment. The other patients 
showed no significant change either during or after 
treatment. An attempt has been made at a statistical 
analysis of the results. 

No definite effect on the concentrating power of the 
kidneys or on the degree of proteinuria was observed 
during or after treatment; nor were any consistent 
changes of significance observed in the estimations of 
renal blood flow, filtration fraction, or tubular secretory 
capacity for para-aminohippurate. The tubular secretory 
capacity for glucose, however, was altered, being in- 
creased in one patient having cortisone and somewhat 
diminished in the other 3; it persisted at a low level 
in these afterwards. Glycosuria appeared in these 3 
patients during treatment and persisted after treatment 
was stopped; although the blood glucose levels, fasting 
and 24 hours after meals, rose during treatment, they 
did not become abnormally high, and the glycosuria 
appeared to be due to depression of tubular reabsorption 
of glucose. 

The patients receiving ACTH showed an increase in 
the excretion of urinary corticoids; no definite change 
occurred in those receiving cortisone. In all 4 patients 
the serum cholesterol level diminished during treatment 
and rose above the original level after treatment. No 
other significant changes in blood chemistry were 
observed. B. E. W. Mace 


1529. The Effect of Local Application of Glyceryl 
Trinitrate (Nitroglycerine) on Raynaud’s Disease and 
Raynaud’s Phenomenon. Studies on Blood Flow and 
Clinical Manifestations 

M. S. KLEeCKNER, E. V. ALLEN, and K. G. WAKIM. 
Circulation [Circulation] 3, 681-689, May, 1951. 18 refs. 


The effect of repeated inunction of 2% glyceryl tri- 
nitrate in a lanolin base on the blood flow to the extrem- 
ities was studied in 14 cases of Raynaud’s phenomenon 
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and in 8 cases in which Raynaud’s phenomenon 
was associated with occlusive arterial disease or 
acrosclerosis. Blood flow was estimated plethysmo- 
graphically and by recording the skin temperature. 
Control observations were made with lanolin only on 
the corresponding parts of the opposite extremities. 
The plethysmograph showed an increase in blood flow 
in the ipsilateral forearm after inunction of the fingers 
in all cases of Raynaud’s disease, but an increase also 
occurred in the contralateral extremity, and this was 
attributed to systemic absorption of nitroglycerin. 
Skin temperatures were more variable, but in most 
instances there was some increase in temperature in the 
fingers and toes anointed with glyceryl trinitrate and in 
those anointed with lanolin alone. The results suggested 
a greater increase in blood flow with nitroglycerin than 
with lanolin, and the authors considered that the effects 
were greater than could be explained by the physical 
effect of rubbing alone. The occurrence of headache 
was considered to be further evidence of systemic ab- 
sorption of nitroglycerin. During similar observations 
tetraethylammonium chloride, tolazoline, methacholine, 
and histamine failed to produce any significant increase 
in blood flow in Raynaud’s disease. 

Clinical observations with inunction of glyceryl 
trinitrate were also made in 18 cases of Raynaud’s disease 
and 10 cases of Raynaud’s phenomenon. Definite 
improvement (which was transient) occurred in only 
8 cases in the former and | case in the latter group. 
It is concluded that the treatment is no more than 
palliative. ; J. F. Goodwin 


1530. The Medical Treatment of Peripheral Circulatory 
Disorders. (Etude des traitements médicamentaux des 
troubles de la circulation périphérique) 

W. BurcKHARDT and M. Meter. Presse Médicale [Pr. 
méd.| 59, 293-295, March 7, 1951. 3 figs., 11 refs. 


A method is described for objectively assessing the 
effect of treatment in disturbances of the peripheral 
circulation, such as Raynaud’s disease, acrocyanosis, 
chilblains, dead fingers, erythrocyanosis, and endarteritis 
obliterans. The hand or foot is placed in a bath of 
warm water (40° to 46° C.) for 10 minutes to attain a good 
initial circulation. It is then placed in a cold bath 
(10° to 15° C.) for 10 minutes, when it is removed and 
allowed to warm spontaneously. The skin temperature 
is measured every 3 minutes and a graph is constructed. 
The area between the curve, the ordinate at 21 minutes, 
and a base line of 16° C. is taken as the index of spon- 
taneous warming. 

The sex hormones, such as testosterone propionate or 
oestradiol propionate, produced a marked amelioration 
of the peripheral circulation, but on account of their 
inconvenient side-effects were reserved for special cases. 
The sympatholytic drug dihydroergocryptine methyl 
sulphonate hydergine’’) and the parasympathetico- 
mimetic iodomethyldimethylamino - | -methylenedioxy - 
2 : 3-propane (“ divalsene’) were investigated. Of 82 
patients treated with these substances 61 were cured or 
improved. In half these cases the effect was maintained 
for many weeks or even months. F. A. Langley 


CARDIOVASCULAR DISORDERS 


1531. An Evaluation of Some Dihydrogenated Alkaloids 
of Ergot in the Management of Chronic Peripheraj 
Vascular Diseases 

R. J. Popkin. Angiology [Angiology] 2, 114-124, April; 
1951. 39 refs. 


A mixture of equal parts of three hydrogenated ergot 
alkaloids—dihydroergocristine, dihydroergocornine, and 
dihydroergocryptine—was used in the treatment of 
certain groups of peripheral vascular disease in the hope 
of producing a “ medical sympathectomy’. The drug 
was usually administered orally in doses of 1 mg. once, 
twice, or three times daily. Observations were also 
made on the effect of 0-3 mg. administered sub. 
cutaneously. 

Treatment was given for 12 to 24 months to 178 
patients with arteriosclerosis obliterans and 14 with 
thrombo-angiitis obliterans. Of this total, 126 showed 
what is claimed as “ significant clinical improvement ”, 
The improvement usually noted consisted of increased 
temperature in the affected limb and more rapid warming; 
25% of the patients were able to walk farther before 
pain was experienced, and paraesthesiae and pain at rest 
were reduced in 15%. All patients (20) with ulceration 
showed increased healing. Of 26 patients with vaso- 
spastic disorders—Raynaud’s syndrome due to various 
causes and Raynaud's disease—only 4 showed any 
improvement. 

Patients with oedema of the legs due to thrombo- 
phlebitis and other conditions were also treated, and in 
25 out of 32 there was diminution of the oedema, 
Oscillometer recordings, blood pressure, and pulse rate 
showed no constant change. Angina pectoris was never 
affected and the electrocardiogram was unchanged. 
Thus the main effects of the drug were noted in organic 
obliterative arterial disease. In elderly patients there 
also occurred a general euphoria and improved sense 
of well-being. C. Bruce Perry 


1532. 
Disease 
J. F. Goopwin and S. KapLan. British Medical 
Journal [Brit. med. J.) 1, 1102-1107, May 19, 1951. 
7 figs., 15 refs. 


An account is given of an investigation of the effects 
of 2-benzyl-4:5-imidazoline hydrochloride (‘* priscol”) 
in 12 patients between the ages of 47 and 75 with obliter- 
ative vascular disease. The effect of priscol was assessed 
objectively by means of skin-temperature readings, 
reflex heating tests, and measurement of circulation rate 
with sodium fluorescein. The methods are described 
in some detail. Patients were placed in two groups 
according to response to reflex heating—the “* spasto- 
occlusive ” group with a considerable number of collateral 
vessels capable of dilating, and the “* occlusive ’’ group 
with poor collateral supply. All patients were in- 


** Priscol’ in Treatment of Peripheral Vascular 


vestigated after reflex heating before and during therapy. 

An initial dose of 50 mg. thrice daily was given by 
-mouth, and in 2 cases this was increased to 100 mg. 
thrice daily, the duration of treatment being from 12 
days to 12 weeks. All patients noticed flushing of the 
whole body, mainly the lower limbs, and also head- 
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ache, but these symptoms were not severe. Graphs 
show the response to treatment in both groups, and 
tables the effect on fluorescein times. There was sub- 
jective improvement in all patients except one, the pain, 
numbness, and paraesthesiae being reduced or abolished. 
Nine out of 10 patients complaining ‘of claudication 
could walk farther without pain, and pain was less 
severe when it did occur. Two patients suffering from 
Raynaud’s disease did not develop an attack during 
therapy. 

It is concluded that priscol is an effective vasodilator 
when given orally to patients with occlusive arteritis, 
and is more effective in those in whom vasodilatation 
of collateral vessels is possible, although limited im- 
provement may be expected in the other group. It is 
suggested that it may prove an alternative to, but not a 
substitute for, sympathectomy. It may also prove to be 
the treatment of choice in uncomplicated Ranaud’s 
disease. Absence of serious toxic effects and ease of 
administration suggest that further trial is indicated. 
A brief review of the results of previous workers with this 
drug is included. P. G. Swann 


1533. Refrigeration in Embolism of the Peripheral 
Arteries. (K6ldbehandling vid perifer artaremboli) 

L. G. HALEN. Nordisk Medicin [Nord 45, 
633-636, April 25, 1951. 28 refs. 


During the last 3 years 9 cases of arterial embolism 
have been treated by refrigeration in the surgical wards 
of the Malm6 Hospital. In 8 of these the lower limb was 
involved. The treatment was unsuccessful in 7 cases, 
and the author considers that treatment with anti- 
coagulants, antispasmodics, and embolectomy in selected 
early cases offers better chances of cure. 

W. G. Harding 


1534. The Blood Flow to the Lower Limbs in Peripheral 
Arterial Disease and Coarctation of the Aorta 

G. M. Witson. Edinburgh Medical Journal [Edinb. 
med. J.| 58, 125-139, March, 1951. 5 figs., 18 refs. 


In 29 normal subjects the maximum foot blood flow— 
the blood flow being measured plethysmographically at 
43° C.—was found to decrease significantly as age 
increased above 30 years. In cases of intermittent 
claudication the blood flow through the foot was within 
normal limits at 34° C., but considerably reduced at 43° C. 
Similarly, the peak blood flow through the calf after 5 
minutes’ ischaemia was reduced in cases of intermittent 
claudication. 

Elevation of the feet by inclining the bed 7 degrees 
reduced the blood flow through the foot, the reduction 
being least in hypertensive subjects, in whom the hydro- 
static fall in blood pressure was a smaller fraction of the 
systemic blood pressure. It was particularly great in the 
more severe cases of vascular disease. 

The maximum foot blood flow in 6 cases of coarctation 
of the aorta was within normal limits. In 1 case where 
the constriction lay above the origin of the left subclavian 
artery, calorimetry showed a greater heat elimination 
by the left hand. The dangers of undue reduction in the 
blood flow to the foot caused by elevation in peripheral 


391 


vascular disease are emphasized, and the rapid onset of 
gangrene in a case where the foot was raised to reduce 
oedema is mentioned. D. Verel 


1535. Intra-arterial Curare in the Treatment of Arteritis 
and Arterial Vasomotor Syndromes. (Le curare intra- 
artériel dans le traitement des artérites et des syndromes 
vasomoteurs artériels) 

—. Meériet and —. GALINIER. Thérapie [Thérapie] 6, 
113-122, 1951. 3 figs. 


The treatment of 6 cases of arterial disease with intra- 
arterial curare is described. There were 4 cases of 
arteriosclerotic disease of the legs with severe intermittent 
claudication: 2 patients obtained immediate relief, 
but in the other 2 improvement did not occur for 1 to 2 
months. One case of Raynaud’s disease which had not 
responded to periarterial sympathectomy reacted well, 
the patient's arms becoming warmer and the ulcers 
healing; 1 patient who had arterial spasm following a 
post-operative thrombophlebitis obtained no _ relief. 
Little change occurred in the oscillometric readings even 
in those patients who did well. 

The essential features of the technique were as follows. 
An oscillometer cuff was placed around the lower thigh; 
30 units of “intocostrin T” [equivalent to 4-05 mg. of 
p-tubocurarine chloride] was then rapidly injected into 
the femoral artery. Immediately after the injection 
the oscillometer cuff was inflated to above the arterial 
blood pressure, the curare thereby being retained in the 
limb. Seven minutes later the cuff was deflated for 2 to 3 
seconds, and after another 3 minutes’ inflation was 
finally removed. The action of intra-arterial curare is 
discussed, and it is suggested that it may cause a block 
in the intramural sympathetic ganglia. 

[The authors conclude that the effectiveness of the 
treatment is incontestable. The evidence in this paper 
is not convincing, and a fuller controlled trial would be 
required to evaluate the method adequately.], 

Keith Ball 


1536. The Deep Subcutaneous Administration of Con- 
centrated Heparin. Observations on 15 Patients 

D. V. BAKer, R. WARREN, and J.S. BELKO. New England 
Journal of Medicine |New Engl. J. Med.] 244, 436-438, 
March 22, 1951. 4 figs., 16 refs. 


The effectiveness of deep subcutaneous injections of 
concentrated heparin (100 mg. per ml.) in the control of 
thrombo-embolic disease has been studied. Clotting 
times were estimated four times daily at first, and later 
twice daily, in patients under treatment. A dose of 50 
mg. heparin 4-hourly resulted in a clotting time of 
between 15 and 50 minutes, and this could be maintained 
up to 12 days. It is pointed out that the injection must 
be given deeply into the subcutaneous tissue, in which 
case there is no pain or haematoma at the site of in- 
jection; sites over the deltoid or gluteal muscles were 
used. The results in 15 patients ranging in age from 28 
to 63 years are given in graphic form. 

Peter Martin 


See also Pathology, Abstract 1435. 


Disorders of the Blood 


1537. Rh Sensitization following Repeated Transfusions 
of Rh-positive Blood into Rh-negative Recipients 

S. J. Kein, B. E. KONWALER, and W. K. MAHANY. 
American Journal of Clinical Pathology [Amer. J. clin. 
Path.] 21, 399-408, May, 1951. 23 refs. 


A series of 23 male subjects typed in error as Rh+ 
received transfusions of Rh+ blood—mostly repeated 
transfusions; 16 who had received from 1 to 29 pints 
(568 ml. to 16-5 litres) were subsequently positive to 
the Rh-sensitivity test. Nevertheless none suffered a 
severe haemolytic transfusion reaction; 7 who had 
received from | to 13 pints were not detectably sensitized. 

J. F. Loutit 


1538. Transfusion Reactions in Group-A Recipients Given 
Group-O Blood. (Accidents de la transfusion chez des 
receveurs de groupe A ayant regu du sang de groupe O) 
J. Dausset and G. VIDAL. Sang [Sang] 22, 478-489, 
1951. 15 refs. 


Six transfusion accidents were observed when Group-O 
blood was given to recipients of Group A. In each of 
these cases the reaction was due to increase of incomplete 
anti-A agglutinins. Each followed inoculation with 
diphtheria and tetanus anatoxins, both of which contain 
agglutinogen A. A. Piney 


1539. The Continuous Metabolism of Haemoglobin in 
the Erythrocytes of the Periphéral Blood. (Le méta- 
bolisme continu de lhémoglobine dans les globules 
rouges du sang périphérique) 

H. BERNARD, A. Gaspos, and M. Gajspos-TOROK. 
Sang [Sang] 22, 437-445, 1951. 18 refs. 


The effect of folic acid, vitamin B2, and liver extracts 
on erythropoiesis in the normal rabbit throws some 
light on the well-known fact that haemoglobin is more 
slowly regenerated than are erythrocytes. A_ single 
dose of folic acid (15 mg.) or vitamin Bj2 (20 yg.) causes 
erythrocytosis within a few hours, but the level of haemo- 
globin is unaffected. This dissociation can be attributed 
to the formation of new corpuscles with a diminished 
pigment content, but the authors adduce evidence 
that there is a redistribution of haemoglobin between the 
original corpuscles and the newly-formed ones—that is, 
there is continuous intracorpuscular metabolism of 
haemoglobin. A, Piney 


1540. Myeloid Reticulosis: its Diagnosis and Course 
M. C. G. Israéts. Lancet [Lancet] 1, 978-981, May 5, 
1951. 6 figs., 10 refs. 


The clinical, blood, and bone-marrow findings in 6 
patients were sufficiently alike to suggest a new, though 
not very definite, diagnosis of “* myeloid reticulosis ”’. 
The onset, though variable, suggested in all cases some 
blood dyscrasia, and leukaemia was often suspected. 
Anaemia was not always present and the platelets were 


reduced in 2 cases. 


Among the leucocytes there were 
often a few atypical cells, some of which might have been 
monocytoid cells, the paramyeloblasts of Naegeli’s 
terminology, stem cells, or reticulum cells. Bone-marrow 
biopsy showed similar abnormal cells either singly or in 
groups. The course of the disease was usually progres- 
sive and mostly short. It was not influenced by any form 
of treatment. Splenectomy was carried out in 1 case, 
Of the 6 cases 3 came to necropsy, and infiltration of the 
bone marrow, liver, spleen, and lymph nodes, mostly by 
large monocytoid cells, was present. The relationship 
between myeloid reticulosis and the usually recognized 
rarer forms of myeloid leukaemia is not discussed, but it 
is thought preferable to use the indefinite term “ reticu- 
losis’? and qualify it by the adjective ** myeloid ”’, since 
the marrow is affected by an infiltration with reticulum 
cells of indefinite type. E. Neumark 


1541. Hodgkin’s Disease Developing Several Years after 
the Successtul Treatment of a Haemorrhagic Syndrome 
by Splenectomy. (Maladie de Hodgkin précédée de 
plusieurs années par un syndrome hémorragique guéri 
par la splénectomie) 

R. Desre, P. CHEVALLIER, R. GRUMBACH, and R. MATHE. 
Sang [Sang] 22, 315-323, 1951. 6 figs. 


A report is given of the development of Hodgkin's 
disease in a boy aged 13 who had suffered from a haemor- 
rhagic syndrome since the age of 1 year and had been 
successfully treated for it by splenectomy. A. Piney 


1542. Chloronaphthylamine in the Treatment of Hodg- 
kin’s Disease and Chronic Leukaemia. (La cloronafti- 
lamina nel trattamento del linfogranuloma maligno e 
delle leucemie croniche) 

P. INTROzzI and M. NINNI. Haematologica [Haemato- 
logica] 34, 925-963, 1950. 19 figs., 8 refs. 


Rabbits were given chloronapthylamine (** R 48 ”’) in 
doses of 5, 10, or 50 mg. per kg. of body weight. Apart 
from slight decreases in the number of platelets in the 
blood and slight delay in the maturation of cells in the 
bone marrow, no serious changes were observed. The 
liver in animals which were given large doses showed 
marked vacuolation of hepatic cells and some degree of 
reticulo-endothelial hyperplasia. To 5 patients with 
Hodgkin’s disease, 5 patients with chronic myeloid 
leukaemia, and 1 with subacute lymphatic leukaemia 
R 48 was also given. Most of the patients improved 
clinically, their pyrexia subsided, and enlargement of 
spleen and lymph nodes decreased remarkably. In 
leukaemia the number of leucocytes was reduced to 
almost normal levels and the number of immature cells 
particularly diminished. These induced remissions lasted 
for varying periods. In the peripheral blood of patients 
treated with R 48, leucocytes may sometimes be observed 
in lysis. E. Neumark 
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1543. Transient Erythrocytosis during Iron Treatment of 
Iron Deficiency Anaemia. (Die Rest-Polyglobulie bei 
eisenempfindlichen chronischen Chlorandmein) 

F. REINMANN. Acta Haematologica [Acta haemat., 
Basel] 5, 257-270, May, 1951. 4 figs., 11 refs. 


In 25 men and 55 women with iron deficiency anaemia 
due to various causes and receiving iron by mouth 
(except in 6 cases where intravenous iron was also given) 
evidence of regeneration of erythropoiesis was observed. 
The numbers of erythrocytes reached values much higher 
than normal in 11 men and 37 women (in every case 
they numbered more than 5,500,000 per c.mm.) and this 
transient erythrocytosis did not seem to be related to the 
dosage of iron. Excessive doses failed to produce very 
high figures. This short-lived erythrocytosis is con- 
sidered to be an automatic phenomenon within the 
process of regeneration. The haemoglobin and haemato- 
crit values and the colour index, unlike the erythrocyte 
count, did not rise above the normal. 

E. Neumark 


1544. Response of Megaloblastic Anaemia of Pregnancy 
to Crystalline Penicillin G 

H. Foy, A. Konp1, and A. HARGREAVES. British Medical 
Journal (Brit. med. J.] 1, 1108-1110, May 19,1951. 1 fig., 
19 refs. 


A case is described of megaloblastic anaemia in a 
pregnant negress which responded to crystalline benzyl 
penicillin in the same way as the authors’ previously 
reported case of megaloblastic anaemia in a non-pregnant 
woman with a histamine-fast achlorhydria. The re- 
sponse differed in no way from that obtained in similar 
cases with vitamin Bj, folic acid, or liver preparations. 
This effect may be due to any or all of the following 
factors: (1) changes in the flora of the gut, leading to 
destruction of antagonists or competitors; (2) inter- 
ference with bacterial metabolism, thus releasing haemato- 
poietic factors for use in the body: (3) an effect on 
protein metabolism; (4) destruction of toxins produced 
by bacteria. 

[This case report, however the results are interpreted, 
adds support to the view that antibiotics may have wide- 
spread and hitherto unexpected effects on metabolic 
processes. } Janet Vaughan 


1545. Megaloblastic Anaemia of Pregnancy and the 
Puerperium 

R. B. THompson and C. C. UNGLEY. Quarterly Journal 
of Medicine (Quart. J. Med.] 20, 187-204, April, 1951. 
1 fig., 21 refs. 


Over a period of 17 years 45 cases of megaloblastic 
anaemia of pregnancy were observed at the Royal 
Victoria Infirmary, Newcastle-upon-Tyne; 7 of the 
Patients were seen during pregnancy, the remainder 
having already been delivered before admission to the 
medical clinic. The mean age of 31 years was consider- 
ably lower than that of 55 years found in a random 
sample of 45 women with Addisonian anaemia. The 
distribution of cases according to their occurrence in 


first or subsequent pregnancies, as compared with the 
distribution in two series of consecutive births, sugges- 
ted that this disorder tends to occur more frequently 
in multiple pregnancies than in the first or second preg- 
nancy. One of the women suffered twice from the 
disease, so that there were altogether 46 cases. 

Whereas the expected incidence of twins is 1 in 80 
births, twin pregnancies occurred 4 times in this series. 
There were 47 live births and 3 stillbirths. Two infants 
died shortly after birth; 3 died later, 1 at 3 days (cause 
unknown), | at 3 weeks of cystic cerebral degeneration, 
and 1 of pyloric stenosis. Megaloblastic bone marrow, 
indistinguishable from that of Addisonian pernicious 
anaemia, was present in all the 30 cases in which sternal 
puncture was performed. Otherwise the haematological 
picture was not uniform. None of the expected features 
was seen constantly. Of 38 cases, 10 had a mean 
corpuscular volume below 90 c.; and in 19 cases the 
mean corpuscular haemoglobin concentration was 
below 30° and in 5 cases it was less than 25%. In 3 out 
of 46 cases the mean corpuscular haemoglobin was 
below 25 pug. Of 29 cases 21 showed a normal serum 
bilirubin concentration (less than 0-8 mg. per 190 ml.), 
whereas of 29 cases of Addisonian pernicious anaemia 
25 had an abnormally high serum bilirubin level. The 
survival rate of transfused normal erythrocytes was 
studied in 3 cases and there was evidence of increased 
destruction. This increased elimination of erythrocytes 
ceased with folic acid and raw liver therapy. Vitamin 
B;2 had no effect. Free gastric acid was present 
in 32 of 41 cases investigated. A dietary history was 
taken in 27 cases. In only 11 cases could the anaemia 
be explained on a deficiency basis. 

In contrast to cases of pernicious anaemia and of 
megaloblastic anaemia of pregnancy in India (Patel and 
Kocher, Brit. med. J., 1950, 1, 924), the patients in this 
series did not on the whole respond to anti-pernicious 
anaemia principle, either in its pure form as vitamin Bi2 
or as parenteral liver extract. Folic acid treatment had a 
rapid therapeutic effect, as had raw-liver pulp and yeast. 
Whereas beef liver contains 10 pg. of folic acid per 
gramme and its effect might therefore have been due to 
folic acid, the response to yeasts suggests the presence 
of another haematopoietic factor. [It is noteworthy 
that Wills, who worked on pregnant women in India, 
isolated the ‘“ Wills factor’’ from ‘* marmite’’, made 
from yeast.] H. Lehmann 


1546. The Action of 4-Aminopteroylglutamic Acid (Amino- 
pterin) in vitro on Bone-marrow Cultures from Cases of 
Pernicious Anaemia. (Action de l’acide 4-amino-ptéroyl 
glutamique (aminoptérin) in vitro sur une culture de 
moelle d’anémie pernicieuse) 

J. FRANCO and S. N. ARKUN. Sang [Sang] 22, 413-425, 
1951. 13 figs., 9 refs. 


The addition of normal plasma to cultures of the 
marrow from cases of pernicious anaemia is followed by 
the development of normoblasts. If, however, amino- 
pterin is also added, basophil megaloblasts develop 
into polychromatic and orthochromatic megaloblastic 
elements. A. Piney 
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1547. Acute Haemolytic Anaemia: (Lederer’s Anaemia). 
(Anemia emolitica acuta di Lederer) 

A. MERLI. Haematologica [Haematologica] 35, 193-226, 
1951. 3 figs., bibliography. 


A severe haemolytic anaemia developed in a woman of 
46 years of age. In the peripheral blood there were 
many intermediate normoblasts and some macrophages 
which had apparently ingested erythrocytes. In the 
marrow the erythroid and myeloid portions were intensely 
active. At necropsy only the bone-marrow changes of 
hyperplasia were really striking and this was confirmed 
in histological sections. The diagnosis of Lederer’s 
anaemia depends on pyrexia and severe anaemia with 
erythroblastosis and evidence of haemolysis. Septic- 
aemia, leukaemia, and aplastic disorders of haemato- 
poiesis, other haemolytic anaemias, and pernicious 
anaemia must be excluded in the differential diagnosis. 
Constitutional factors are probably more important in 
the aetiology than infection or anaphylaxis. 
literature of Lederer’s anaemia is reviewed. 

E. Neumark 


1548. X-ray and Solubility Studies of the Haemoglobin 
of Sickle-cell Anaemia Patients 

M. F. Perutz, A. M. Liguori, and F. Eiricu. Nature 
[Nature, Lond.] 167, 929-931, June 9, 1951. 3 figs., 
8 refs. 


Perutz and Mitchison (Nature, Lond., 1950, 166, 677) 
have previously shown that the haemoglobin of patients 
with sickle-cell anaemia is much less soluble in the 
reduced state than is that from normal subjects. The 
two oxyhaemoglobins were prepared by Drabkin’s 
method (dialysis against 2-8 M phosphate buffer) and 
crystallized in isomorphous, tetragonal bipyramids which 
had identical x-ray analytical patterns. This shows that 
the differences in structure between them are slight. 
When these crystals were dissolved in water and added 
to 3:2 M phosphate buffer at pH 6-7,new crystals formed. 
Normal oxyhaemoglobin crystallized only in orthorhom- 
bic, bipyramidal prisms which were almost isotropic: 
sickle-cell oxyhaemoglobin crystallized either in this form 
(when seeded with normal oxyhaemoglobin crystals of 
this form) or in the absence of seeding in the form of 
strongly birefringent and pleiochroic orthorhombic 
prisms with domatic or pinacoid faces. 

The difference in solubility persists in almost physio- 
logical conditions. Sickle-cell anaemia cells suspended 
in Ringer were packed in an angle centrifuge, one part 
reduced by a current of nitrogen, and the other con- 
verted to carboxyhaemoglobin. Both specimens were 
laked by freezing and thawing, then warmed to 37° C. 
The reduced haemoglobin formed a solid mass from which 
no liquid could be extracted, whereas the carboxy- 
haemoglobin specimen was completely liquid. 

George Discombe 


1549. The Pathogenesis of Sickle Cell Anaemia. A 
Review 
K. SinGer. American Journal of Clinical Pathology 


[Amer. J. clin. Path.] 21, 858-865, Sept., 1951. 
35 refs. 


See also Genetics, Abstract 1320. 


1 fig., 
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DISORDERS OF THE BLOOD 


1550. Primary Subchronic Erythroblastosis and _ its 
Relation to Cooley’s Anaemia. (Eritroblastosi primitiva 
subcronica e suoi rapporti colla malattia di Cooley) 
G. Macciorta. Annali Italiani di Pediatrica [Ann. ital, 
Pediat.) 4, 179-196, June, 1951. 6 refs. 


The author has noticed that among the group of 
conditions accompanying erythroblastosis is one which 
he terms primary subchronic erythroblastosis; it differs 
in certain aspects from Cooley’s anaemia. Of 193 
cases of erythroblastosis attending the author’s clinic 
at the University of Cagliari, 108 seem to fit into this 
group. The condition is characterized by erythro- 
blastosis of ‘the peripheral blood and bone marrow, 
hypochromic anaemia, decreased fragility of the erythro- 
cytes, slight bilirubinaemia, splenomegaly, and hepato- 
megaly. Full details are given of the differential counts 
in the peripheral blood and bone marrow in all 108 cases 
and the results are discussed. 

The total nucleated cell count in subchronic erythro- 
blastosis is higher than in Cooley’s anaemia, with a 
great increase in the erythroblast series—an average of 
82-7°%4—and resultant decrease in the number of leuco- 
cytes present. Subchronic erythroblastosis is marked 
not so much by a more rapid course as by the difference 
in the haematopoietic reaction. Moreover, the degree 
of cardiomegaly is less, and the bone changes are fewer, 
than in Cooley’s anaemia. Slight rarefaction may occur 
in the bones, but not the characteristic changes in the 
cranial diploé seen in Cooley’s anaemia, despite the 
intense erythroblastic reaction. Electrocardiographic 
studies have shown that lesions of the myocardium are 
more frequent and severe in Cooley’s anaemia. The 
familial incidence is not so marked in subchronic 
erythroblastosis as in Cooley’s anaemia, being proved 
in only 24-3°, of cases. Inthe majority of cases examined 
both parents had microcytosis associated sometimes with 
decreased osmotic fragility. Blood-group incompati- 
bility between mother and foetus has been excluded. 

It is suggested that the two conditions have the same 
constitutional background, but that other factors—for 
example, endocrine or metabolic disturbances—decide 
which form of erythroblastosis develops, especially with 
regard to bone and heart changes. This theory is not 
finally justified and further work, especially from the 
histological aspect, is being carried out. 

R. F. Jennison 


1551. Formation and Destruction of Erythrocytes in 
Thalassaemia Minima. (Recherches sur la formation et 
l’élimination des érythrocytes dans thalassémie 
minime) 

G. ASTALDI, P. ToLENTINO, C. SACcHETTI, and M. G. 
Nonato. Acta Haematologica [Acta haemat., Basel] 5, 
270-291, May, 1951. 3 figs., bibliography. 


Thalassaemia major (Cooley’s anaemia) is a fatal 
illness, probably in homozygous individuals; thalass- 
aemia minor is compatible with life in heterozygous 
individuals; thalassaemia minima is not a disease, but 
probably a carrier state. These conditions have been 


intensively studied, mainly by bone-marrow tissue cul- 
ture, and the behaviour of the erythroblasts in Cooley's 
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anaemia described by the authors (Helv. paediat. Acta, 
1951, 6, 50). In 25 cases of thalassaemia minima the 
peripheral blood, bone marrow, serum bilirubin and 
plasma protein levels, and Takata-Ara and Weltmann’s 
reactions were studied. Half the cases showed a 
slight increase of erythrocytes in the blood. Ery- 
throcyte fragility was slightly diminished, leucocytes 
were normal, but platelets were usually increased. In 
the marrow there was usually erythroblastic hyperplasia 
of normoblastic type and the mitotic index was normal. 
The serum bilirubin content was increased; reaction to 
liver function tests was normal. | 

The conclusions drawn are that marrow erythro- 
blastosis is secondary to hyperhaemolysis, which in 
turn is due to a primary bone-marrow disorder leading 
to the production of less resistant erythrocytes. 

E. Neumark 


1552. Thalassaemia Minor. (Thalassaemia minor). 
W. Pripitta. Deutsches Archiv fiir Klinische Medizin 
[Dtsch. Arch. klin. Med.| 198, 223-235, 1951. 4 figs., 
bibliography. 


There are two forms of thalassaemia, major and minor, 
the major form being a severe microcytic, hypochromic 
anaemia with a rise in the reticulocyte count; in addition, 
the erythrocytes are “* flatter ’’ than usual and there are 
numerous erythroblasts in the peripheral blood. The 
bilirubin content of the serum is increased and there is 
more urobilinogen in the faeces. There is, however, 
very littke haemosiderin deposit in the viscera. There is 
always enlargement of the spleen and a certain amount 
of thinning and trabeculation of the bones; the malady 
is usually fatal in childhood. Thalassaemia minor is 
quite a different matter and is apt to be very misleading 
because the erythrocyte count is distinctly above normal 
and the malady is often suspected of being a kind of 
polycythaemia with lowered iron content. In minor 
thalassaemia there is often splenomegaly and consider- 
able change in the marrow cavities of the cranial bones. 

The present paper is an account of thalassaemia in 
3 generations of a German family, the members of which 
showed minor and major manifestations with remarkable 
consistency. G. F. Walker 


1553. Presence of Foetal Haemoglobin in Cooley’s 
Anaemia 
A. M. Liguori. Nature [Nature, Lond.] 167, 950-951, 


June9,1951. 12 refs. 


Crystallized oxyhaemoglobin from a subject with 
Cooley’s anaemia is denatured by alkali more slowly than 
normal haemoglobin, but faster than foetal haemoglobin: 
It appears to be a mixture of about equal parts of foetal 
and normal haemoglobin. The solubility of reduced and 
oxyhaemoglobin and the fine structure of the tryptophan 
band near 2,900 A are in agreement with this hypothesis. 
It Is suggested that Cooley’s anaemia is due to a congenital 
inability to complete the change-over from the foetal to 
the adult form of haemoglobin synthesis. 

George Discombe 


See also Radiology, Abstract 1397. 


HAEMORRHAGIC DISEASES 


1554. Thrombocytopenic Purpura due to Sedormid ”’. 
(Porpora trombopenica da sedormid) 

F. BeLtonit. Haematologica [Haematologica] 35, 115- 
138, 1951. Bibliography. 


Thrombocytopenia following the use of ** sedormid ”’ 
has been reported in the literature on 70 occasions: these 
cases are reviewed. Males predominate by 2 to 1. 
Haemorrhages in the skin and mucous membranes are 
almost always produced in sensitive individuals by small 
doses of the drug, and the number of platelets in the 
peripheral blood falls rapidly after test doses. In the 
marrow the non-piatelet-producing megakaryocytes 
increase after the administration of sedormid, but these 
morphological changes are believed to be relatively 
unimportant. Lack of ascorbic acid is believed to play 
an important part in the aetiology of sedormid purpura. 
A typical case in a man of 63 years is reported. An 
injection of 100 mg. ascorbic acid appeared to stop 
haemorrhage from the gums. i 

[In a series of papers Ackroyd (Clin. Sci., 1949, 7, 
249; 1949, 8, 235, 269; 1951, 10, 185) has demonstrated 
that in sedormid purpura platelets are agglutinated and 
later lysed. He believes that the capillary lesions may 
be due to the action of the same lysin on capillary 
endothelial cells.] E. Neumark 


1555. The Heparin Protamine Test and its Clinical 
Significance 

N. M. GutrertpGe. Medical Journal of Australia [Med. 
J. Aust.| 1, 403-408, March 17, 1951. 3 figs., 11 refs. 


The heparin protamine test offers a useful approach to 
the study of certain types of abnormal bleeding, especially 
the female “* bleeder’’ and bleeding associated with 
thrombocytopenic purpura. A measure of the excess 
circulating anticoagulant which resembles heparin in its 
behaviour and which is frequently present in cases of 
haemorrhage is hereby offered. The technique as set 
out here in detail is essentially the same as that published 
by Allen and his team. 

Experimentally, dogs were subjected to a lethal ionizing 
radiation of 450 r daily until death occurred between the 
9th and 12th days from internal and external haemor- 
rhage. During exposure the venous fibrinogen, pro- 
thrombin, vitamin-K, calcium, and phosphorus levels 
remained unchanged, but the erythrocyte and leucocyte 
counts and the haemoglobin level gradually fell. By 
mixing with normal blood that taken from irradiated 
dogs it was possible to prove that an anticoagulant 
substance was developed during exposure. This sub- 
stance responded to protamine and toluidine blue in a 
manner similar to heparin. In fully irradiated dogs, 
moreover, haemorrhage could be arrested within 20 
minutes by injections of heparin inactivators, whereas 
transfusions of citrated blood and injections of vitamin K 
or ascorbic acid were without affect. 

In a wide variety of clinical haemorrhagic disorders 


’ there are excessive circulating anticoagulant substances, 


so that the protamine titration level is raised. Such 
cases respond well to heparin inactivators. Case reports 


396 


are given which demonstrate the value of the test in the 
treatment of such varied conditions as menorrhagia, 
chronic lymphatic leukaemia, thrombocytopenic purpura, 
and aplastic anaemia. H. Payling Wright 


1556. Hypoprethrembinaemia in Congenital Heart Dis- 
ease. (Un trouble inattendu de la coagulation dans la 
maladie bleue: ’hypoprothrombinémie) 

J. Favre-GItvy, J. Bret, and J. BoREL-MILHET. Sang 
[Sang] 22, 278-297, 1951. 2 figs., 13 refs. 


A detailed study is given of the blood coagulation in 
congenital abnormalities of the heart. The associated 
polycythaemia renders investigation of changes of 
coagulation difficult, but in spite of this it appears that 
there is a degree of hypoprothrombinaemia sufficient to 
cause prolongation of the coagulation time and to be the 
cause of haemorrhage during operation. There is a 
reduction in the amount of fibrin, but this is rarely below 
the critical level at which haemorrhages occur. The 
hypoprothrombinaemia cannot be explained, but is 
regarded as being of practical importance for haemo- 
stasis in the course of Blalock’s and Potts’s operations. 
It is suggested that pre-operative plasma transfusions 
would reduce the mortality. A, Piney 


1557. The Preparation and Use of “ Antihaemophilic 
Globulin ’’ in Diagnosis and Treatment of Haemophilia. 
(Préparation et emploi de la “ globuline antihémo- 
philique ’ pour le diagnostic et la thérapie de I’hémo- 
philie) 

R. C. Marotta, L. TRopEANO, and F. POSTIGLIONE. 
Sang [Sang] 22, 468-478, 1951. 4 figs., 24 refs. 


In 3 cases of haemophilia antihaemophilic globulin 
caused acceleration of coagulation both in vitro and after 
intravenous or intramuscular injection. Such treat- 
ment cannot be given continuously as its effect 
diminishes, while antibodies may also develop. 

A. Piney 


LEUKAEMIA 


1558. Chronic Monocytic Leukaemia 
J. W. Beattie, R. M. E. Seat, and K. V. CROWTHER. 
Quarterly Journal of Medicine [Quart. J. Med.| 20, 
131-139, April, 1951. 8 figs., 31 refs. 


So far only one case of chronic monocytic leukaemia 
has been described in the English literature (Orr, Lancet, 
1933, 1, 403), though a series of cases have been reported 
in the U.S., where Osgood (Arch. intern. Med., 1937, 56, 
849) states that 11% of cases of monocytic leukaemia 
are of the chronic type. The authors describe 2 cases— 
one of 34 years’ and one of 15 months’ duration. Both 
patients were first seen because they were suffering from a 
normochromic normocytic anaemia which was not 
amenable to treatment. The first case was investigated 
post mortem. 

The authors favour the view of those who hold that 
the monocyte is derived from the reticulo-endothelial 
system and not from lymphoid tissue. They found the 
arge vacuolated blast cells seen in the peripheral blood 


DISORDERS OF THE BLOOD 


and tissues to be quite unlike the blast cells of myeloid 
or lymphatic leukaemia. Abnormal differentiation to- 
wards the macrophage type of cell had taken place and 
the monocytes of the peripheral blood were more phago- 
cytic towards indian ink than normal monocytes— 
behaviour which is not a notable feature of myeloid or 
lymphatic leukaemia. H. Lehmann 


1559. Acute Basophilic Leukaemia. 
a basoblastes) ; 

P. CHEVALLIER and G. MARINONE. 
374-385, 1951. 3 figs., 20 refs. 


A case of acute leukaemia with predominance of 
basophils is reported. As in previous cases of basophilic 
leukaemia, the basophil granular leucocytes were found 
to be almost completely radioresistant. A. Piney 


(La leucose aigué 


Sang [Sang] 22, 


1560. Streptomyces Fermentation Derivatives in Acute 
Leukaemia 

R. D. BARNARD. Lancet [Lancet] 1, 1157-1159, May 26, 
1951. 2 figs., 12 refs. 


Since 1949 the author has been treating cases of acute 
leukaemia in the United States with a crude Streptomyces 
griseus fermentation by-product sold as a pig and poultry 
food supplement. It appears that 50 patients have 
received this treatment. In some cases the clinical 
condition underwent considerable, although temporary, 
improvement, but the blood picture did not show corre- 
sponding changes. The substance is rich in vitamin By2, 
but evidence is advanced for the view that its effect 
in- leukaemia is due to its antibiotic activity, which 
alters the intestinal flora, suppressing the Aerobacter 
aerogenes. It is suggested that clinical remissions tend 
to persist while this effect on the intestinal flora is 
maintained, and that relapses are correlated with the 
emergence of antibiotic-resistant strains of microbes. 
It is also claimed that this event can be postponed by a 
liberal milk regimen promoting the growth of lacto- 
bacilli. L. J. Davis 


1561. Histamine Content of Blood and Marrow in 
Healthy Subjects and in Various Blood Dyscrasias. (Sul 
tasso istaminico ematico e midollare nella norma e in 
diverse emopatie) 

G. AstaLprand A. ALLEGRI. Haematologica |Haemato- 
logica| 34, 851-870, 1950. 13 refs. 


The effects of acidified, filtered, and dried bone- 
marrow and blood extracts, redissolved in saline, on the 
terminal ileal musculature of the guinea-pig were studied 
kymographically. Normally, blood contains about 
0-067 xg. of histamine per ml., and it is almost exclusively 
contained in cells. Mature polymorphs are richest in 
histamine. In chronic myeloid leukaemia the histamine 
content of the peripheral blood ranged from 0°10 to 
7-64 yg. per ml., and of the bone marrow from 0:14 
to 5-81 jug. per m!. In acute and lymphatic leukaemia, 


however, the histamine content of the blood was normal, 
and in blood and marrow from cases with erythroid 
hyperplasia rather lower figures were obtained. 

E. Neumark 
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Respiratory Disorders 


1562. Effect of Adrenocorticotropic Hormone (ACTH) on 
Beryllium Granulomatosis and Silicosis 

B. J. KENNEDY, J. A. P. Pare, K. K. Pump, J. C. Beck, 
L. G. JoHNSON, N. B. Epstein, E. H. VENNING, and 
J.S. L. BRowNE. American Journal of Medicine [Amer. 
J. Med.| 10, 134-155, Feb., 1951. 
graphy. 

ACTH and cortisone are known to alter cellular and 
fibrous-tissue reactions and to restore the serum albumin— 
globulin ratio. As beryllium granulomatosis shows 
cellular and fibrous-tissue reactions with hyperglobulin- 
aemia, a trial was made of ACTH treatment in 2 cases 
of this condition. Metabolic studies were carried out, 
together with respiratory function tests and radio- 
logical assessment, and detailed figures for the analyses 
of blood and urine are given. 

ACTH, 100 mg. daily, was administered in the first 
case for 28 days, and in the second for three periods of 
Sto 1S days. In both cases there was relief of symptoms 
and objective (x-ray) improvement during treatment. 
The development of oedema and emotional instability 
was noted during treatment. Cessation of hormone 
therapy was quickly followed by weakness, headache, and 
pyrexia for a week or two, and there was a return of the 
physical signs and of the x-ray opacities. The first 
patient maintained some improvement’ 2 months 
after therapy was completed, while the second had 
reverted to his previous condition within a month. 

A case of simple silicosis was also treated, the dose 
of ACTH being increased to 160 mg. daily. In this case, 
cortisone also was subsequently administered. Sympto- 
matic improvement occurred, with increased exertion 
tolerance. No changes in the x-ray appearance of the 
chest were seen, but the patient ‘* remained improved ”’. 

Further study is indicated to discover whether ACTH 
is capable of promoting mobilization and excretion of 
beryllium from the tissues. It would seem that repeated 
short courses of ACTH may produce fewer complications. 

L. W. Hale 


1563. Effects of Cortisone and ACTH in Cases of 
Chronic Pulmonary Disease with Impairment of Alveolar— 
Capillary Diffusion 

J.R. West, J. He. MCCLEMENT, D. CARROLL, H. A. BLIss, 
M. KuscHNerR, D. W. RiIcHARDS, and A. COURNAND. 
American Journal of Medicine [Amer. J. Med.] 10, 156- 
165, Feb., 1951. 5 figs., 11 refs. 


The authors studied the effects of cortisone and/or 
ACTH in 3 patients with impaired alveolar-capillary 
gaseous diffusion: the first patient had pulmonary 
fibrosis due to scleroderma and the second pulmonary 
granulomatosis of unknown aetiology: in the third case 
the cause was unknown. 

Respiratory function study included spirometry and 
determinations of maximum breathing capacity, arterial 
QO saturation, dead space, venous admixture, O2 
diffusing capacity, and pulmonary arterial pressures. 


20 figs., biblio- 


In the second case lung biopsy was performed before 
and after treatment. The first patient received cortisone, 
100 mg. daily increasing to 150 mg., during a period of 
19 days. No change in the pulmonary dysfunction was 
noted. 

The daily dose of cortisone given to the second 
patient was 100 to 300 mg. to a total of 4 g. over 7 weeks. 
There was subjective improvement, decrease of effort 
dyspnoea, some regression of radiological abnormalities, 
and decreased cellularity of the biopsy material. The 
improvement was sustained for a follow-up period of 
2 months. The third patient was given ACTH, 100 mg. 
daily, reduced later to 50 mg. daily, with dramatic 
improvement; treatment was continued with cortisone, 
the maintenance dose being 50 mg. 3 times weekly, up 
to the time of reporting. The pulmonary dysfunction 
disappeared and the patient had remained well [but no 
diagnosis is available]. 

It is indicated that in all the cases the basis of the pul- 
monary dysfunction was an impairment of gas exchange 
between alveoli and blood, due to defect in the alveolar— 
capillary membrane. The possible nature of such defect 
is discussed, and suggestions are made concerning the 
possible action of the hormone in producing the improve- 
ment noted. L. W. Hale 


1564. Effect of ACTH in Chronic Lung Disease. A 
Study of Five Patients 

M. GALDSTON, S. WEISENFELD, B. BENJAMIN, and M. B. 
ROSENBLUTH. American Journal of Medicine [Amer. J. 
Med.| 10, 166-181, Feb., 1951. 22 refs. 


The authors described the results of ACTH therapy 
in 5 cases of chronic lung disease; 2 of asthma, | of senile 
emphysema, | of emphysema and bronchiectasis due to 
healed tuberculosis, and 1 of Boeck’s sarcoidosis. The 
drug was given in doses varying from 40 to 80 mg. daily. 
Respiratory function was studied during a preliminary 
control period, during ACTH therapy, during a period 
when sterile water injections were substituted for ACTH, 
and after cessation of therapy. 

A patient with seasonal asthma of 20 years’ standing 
who had been disabled for 2 years showed unequivocal 
improvement in all of the measured pulmonary functions ; 
vital capacity was normal, the ratio of residual air to 
total capacity decreased, and maximum breathing 
capacity more than doubled. His condition regressed 
in 2 weeks after cessation of ACTH. The second 
asthmatic case, a non-seasonal one with marked thoracic 
deformity and cor pulmonale, showed no improvement 
under therapy. In the case of senile emphysema also 
there was no improvement. As emphysema _ was 
prominent in the first 2 cases, it is inferred that response 
to ACTH cannot be predicted from the pattern of the 
pulmonary function defect. There was no improvement 
in the case of bronchiectasis and emphysema following 
bilateral healed apical tuberculosis. The case of Boeck’s 
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sarcoidosis showed defervescence, regression of joint 
swellings and some of the skin lesions, and improve- 
ment of respiratory function. There was no change 
in the hilar lymph-node enlargement. The respiratory 
improvement may have been due to resolution of sarcoid 
infiltrations in the lung parenchyma which were not 
radiologically detectable. Fever, joint pains, and signs 
in the lungs reappeared within 2 days of stopping ACTH. 
The beneficial effect of ACTH in certain diverse clinical 
conditions suggests the existence of basic mechanisms of 
tissue injury and of bodily reaction common to them. 
It is apparent that ACTH suppresses the manifestations 
of disease rather than curing it. L. W. Hale 


1565. Carcinoma of the Bronchus. A Clinical and 
Pathological Survey of 866 Cases 

C. C. Bryson and H. Spencer. Quarterly Journal of 
Medicine [Quart. J. Med.| 20, 173-186, April, 1951. 
6 figs., 26 refs. 


A statistical analysis is presented of the necropsy 
findings by members of the staff of the Central Histo- 
logical Laboratory, Archway Hospital, London, in 866 
cases of bronchial carcinoma, of which the clinical notes 
were obtained from 26 other hospitals. No increase 
was found in the incidence of the disease by comparison 
with the post-mortem figures for carcinoma of the 
stomach, large intestine, prostate, and kidney over the 
periods 1936 to 1938 and 1945 to 1947. The average 
age at which death occurred was 59-5 years. The sex 
ratio was 6 men to | woman. 

A history of long-standing pulmonary disease, ex- 
cluding pulmonary tuberculosis, was obtained in 29-4°% 
of males compared with 17-9°% of females. There was 
no apparent relationship to occupational factors and no 
adequate record of smoking habits. Common symp- 
toms in order of frequency were cough, loss of weight, 
dyspnoea, chest pain, and (in males) haemoptysis. Neuro- 
logical manifestations and enlargement of the liver were 
the commonest symptoms and signs due to secondary 
deposits. There was an equal distribution of the primary 
growths between the lungs of the two sides; only 2:8°% 
were situated peripherally. Metastases occurred most 
frequently with adenocarcinoma and least frequently with 
squamous-cell growths. Only a small number of cases 
were suitable for surgery. ' 

Deep x-ray therapy appeared to offer the best means of 
prolonging life. for a few weeks. A plea is made for 
the prompt investigation (including bronchoscopy and 
sputum examination) of persons over 40 years of age with 
cough, dyspnoea, and chest pain. I. Ansell 


1566. Cancer of the Lung in Relation to Tobacco 

M. E. Darr, R. DoLit, and E. L. KENNAWAY. British 
Journal of Cancer (Brit. J. Cancer] 5, 1-20, March, 1951. 
5 figs., 17 refs. 


The incidence of carcinoma of the lung, derived from 
records of large hospitals and vital statistics published 
by various European countries, has been studied in 
relation to the amount and type of tobacco smoked in 
these countries. In general in Western Europe mainly 


American tobacco with a high arsenic content (23 to 


106 jug. arsenic trioxide per g. tobacco) is smoked, while 
in Eastern Europe mainly Turkish tobacco with a low 
arsenic content (0 to 4:3 jug. per g.) is smoked. In the 
last 20 years the proportion of cases of lung carcinoma 
in all cases of carcinoma coming to necropsy has risen 
from 15% to 33% in England, where American tobacco 
is mainly used, and from 12% to 22% in Turkey, where 
only Turkish tobacco is smoked. During this period 
the tobacco consumption in each country has doubled, 
The high incidence in Turkey suggests that the arsenic 
content of tobacco is not the simple answer to the 
association between tobacco-smoking and carcinoma of 
the lung. In both countries the increase has been 
mainly in males. 

The lowest incidence of carcinoma of the lung (2-9% 
of all carcinoma cases coming to necropsy), occurs in 
Iceland, which also has the lowest consumption of 
tobacco. 

In Switzerland, Norway, and England and Wales the 
crude death rates from carcinoma of the lung have 
doubled in the period 1931-47, but the increase in the 
consumption of tobacco has been less. In Switzerland, 
as in England and Wales, the increase in deaths has been 
mainly in males. In Norway, where the incidence of 
carcinoma of the lung is about one-quarter of that in 
England and Wales, both sexes are equally affected. 
There is no exact proportionality between the amount 
of tobacco smoked and the number of cases of carcinoma 
of the lung. M. Lubran 


1567. Empyema Thoracis Treated with Penicillin and 
Aspiration Only 

R. AsHer and D. Davies. 
April 28, 1951. 2 refs. 


Details are given of 12 consecutive cases of empyema, 
all of which were treated by repeated aspiration of pus 
and by the administration of systemic and intrapleural 
penicillin. The chest was aspirated at intervals of 
1 to 3 days, and on each occasion the pleural cavity 
was emptied as completely as possible. The initial 
dose of intrapleural penicillin was 500,000 units, and 
subsequent doses varied from 200,000 to 500,000 units. 


Lancet [Lancet] 1, 924-925, 


‘In addition, systemic penicillin, 200,000 units, was given 


8-hourly. Breathing exercises were performed through- 
out. 

One of the patients could not be traced, but 11 were 
followed up for periods varying from 16 to 33 months. 
There were no deaths. Pyrexia commonly subsided in 
14 days, and no further pus could be obtained after an 
average of 40 days. Ten patients made a complete 
recovery both clinically and radiologically. One patient 
had bronchiectasis before empyema developed, and a 
minute area of bronchiectasis developed in one other 
patient. The length of stay in hospital was 44 to Il 
weeks, the average period being 74 weeks. The interval 
between admission to hospital and resumption of normal 
work was 9 to 17 weeks, with an average of 12 weeks. 
It is, however, pointed out that none of the cases was 
chronic and that in all the organism was, or could 
reasonably be presumed to be, penicillin-sensitive. 

Geoffrey McComas 
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1568. Treatment of Nonspecific Ulcerative Colitis with 
Aureomycin 

S. StRAX, J. A. MARKS, and L. T. WRIGHT. Review of 
Gastroenterology [Rev. Gastroent.] 18, 413-422, June, 
1951. 1 fig., 10 refs. 


In this paper the authors present the results of a follow- 
up in 30 cases of non-specific ulcerative colitis treated 
with aureomycin about 2 years ago. They also give the 
results in 8 cases which have been more recently treated 
with this drug. The aureomycin was given orally in 
doses of one 250-mg. capsule every 8 hours. If there was 
no change in the clinical course as a result of this, the 
dose was doubled after a week or two. If on the other 
hand improvement occurred, the dose was reduced to 
one capsule once or twice a day. Detailed case histories 
of the 8 new cases are given and, in addition, there is a 
table showing the results in the 30 cases previously 
treated. 

As the authors stress, it is very difficult to assess the 
results of any néw therapeutic measure in ulcerative 
colitis, but considerable improvement occurred in 70% to 
80% of the cases presented. Moreover, of the patients 
who were followed up, 21 remained well, 5 were improved, 
and only 4 either were no better or had serious compli- 
cations. No really adequate control investigations were 
carried out, but 4 patients received dummy capsules and 
suffered a relapse; 2 patients had colic and increased 
bowel movements, probably the result of the aureomycin; 
and 7 complained of nausea, which was controlled 
effectively by milk or ‘ pepto-bismol ”’, which did not 
interfere with the absorption of the aureomycin. It was 
found that aluminium hydroxide did, to some extent, 
interfere with its absorption. G. A. Smart 


STOMACH AND DUODENUM 


1569. Interstitial Gastric Emphysema following Gastro- 
scopy; its Relation to the Syndrome of Pneumoperitoneum 
and Generalized Emphysema with no Evident Perforation 
S. M. Frerst, H. M. Ropinson, and L. LASAGNA. 
Annals of Internal Medicine [Ann. intern. Med.] 34, 
1202-1212, May, 1951. 4 figs., 13 refs. 


The literature contains reports of 6 cases of gastric 
emphysema with pneumoperitoneum immediately follow- 
ing gastroscopy; the present paper records the seventh 
case in detail and summarizes the earlier ones. 

After the easy and unhindered passage of the gastro- 
scope an unusual resistance was felt to insufflation of 
the stomach and the lumen did not open out as it should. 
Instead, a white membrane showing a pattern of blood 
vessels like the peripheral field of the retina fell like a 
curtain before the objective. This was probably the 
mucosa raised on a large submucous bubble of air. 
Similar submucous or subserous bubbles of air reduced 
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the smooth circular shape of the antrum to an irregular 
triangle. 

The clinical features of the 7 cases summarized are 
inconspicuous. There was a slight tightness or fullness 
of the abdomen with sometimes a distressing inability to 
belch. The abdomen was tympanitic, with shifting reson- 
ance. There was no rise in temperature or quickening of 
the pulse or respiration. Twice a leucocytosis was found. 
In all 7 cases the abdomen was opened with a hissing exit 
of air, but no perforation could be found in spite of an 
obviously careful and extensive search. In 3 cases the 
presence of emphysema was recorded; it had spread 
widely from the stomach, to the carotids in one case 
and to the scrotum in another. All the patients made 
an uneventful recovery. 

How the air escapes or the size of the hole through 
which it escapes is still a matter for speculation. As some 
of the patients have been reinflated, presumably through 
a rubber tube, at laparotomy and no escape of ‘air dis- 
covered, the hole or holes must seal securely and spon- 
taneously. The explanations put forward are: a small 
tear (Schindler); seepage through the base of an ulcer 
or by the perilymphatic or perineural spaces (Chamber- 
lain); and (by the present authors) the forcing of air 
along the perivascular spaces by an increased pressure 
developing in the stomach owing to greatly increased 
tone of the musculature of either the whole stomach or 
the pylorus. H. W. Rodgers 


1570. Gastroscopic Observations on the Effect of 
Banthine on the Human Stomach 

L. M. ADHER. Gastroenterology [Gastroenterology] 18, 
21-25, May, 1951. 12 refs. 


In the present communication from a Los Angeles 
Hospital the authors have described the therapeutic 
effects of * banthine’’ on the stomach of 14 patients. 
Banthine (f-diethylaminoethylxanthene - 9 - carboxylate 
methobromide) is a potent atropine-like drug and acts 
by blocking post-ganglionic parasympathetic endings in 
the gastro-intestinal tract, as well as blocking the ganglia 
of both divisions of the autonomic nervous system. 

Gastroscopy was carried out in 14 cases without 
clinical evidence of gastric abnormality, and after ad- 
ministration of 25 to 50 mg. of banthine intravenously 
the effect on the tone, colour, and texture of the mucosa 
was observed. In addition, the authors used a rough 
** traction test’, forcing the tip of the gastroscope ta 
stretch the stomach wall and observing the pain before 
and after banthine. There were no severe side-effects 
from the administration of the drug, and 30 seconds after 
its injection gastric peristalsis ceased completely, with 
loss of tone of the stomach. There was no change in 
the colour of the mucosa. The traction test did not 
cause pain after administration of banthine, but before 
banthine administration the test was frequently painful. 
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The effects of banthine on peristalsis were much more 
marked than those of 1-2 mg. of atropine sulphate given 
intravenously. Intravenous atropine did not relieve 
pain caused by the traction test. I. McLean-Baird 


1571. The Use of Banthine in the Treatment of Duodenal 
Ulcer. Preliminary Report on its Use in 137 Patients 
C. H. Brown and E. N. Coiuins. Gastroenterology 
[Gastroenterology] 18, 26-35, May, 1951. 


In the present communication from a Cleveland 
hospital the authors report preliminary trials of ** ban- 
thine ’’ in cases of duodenal ulcer and in other conditions. 
The difficulty of assessing any treatment for duodenal 
ulcer is stressed and the fact that most patients (85°,) 
make progress on a Sippy diet is pointed out. 

The majority of the patients in the present series had 
experienced ulcer symptoms for a number of years, 
average duration being 5 to 9 years; 47 patients had 
experienced symptoms for more than 10 years. Some 
were previously refractory to a dietary regimen. The 
dose of banthine was 100 mg. every 6 hours for the first 
2 months, the dose then being diminished to 1 tablet 
(50 mg.) with each meal and 1 or 2 at bedtime. The 
results were good, 97 out of 117 patients experiencing 
prompt and lasting relief in as short a time as 2 to 3 
days. Barium-meal examinations were made in cases 
where a definite ulcer crater was present. In 55 out of 
69 cases the crater disappeared and in 5 cases it was 
much smaller; a ‘* questionable crater ’’ was seen in 4 
cases, and in the remaining 5 the crater was still present. 
The authors also gave banthine to patients with a severe 
hyperacidity syndrome and to others with hiatus hernia; 
they do not recommend it in gastric ulcer. Of the whole 
series, 36 patients had minor side-reactions such as 
dryness of the mouth, some urinary frequency, and loss 
of visual accommodation, but none was severe enough to 
warrant decreasing the dose. More severe reactions 
necessitated reduction of the dose in 22 patients. 

The authors conclude provisionally that banthine 
promises to be an advance in the treatment of duo- 
denal ulcer, but they stress the need for long-term studies 
to assess the percentage of recurrences. 

I. McLean-Baird 


1572. On the Morphologic State of the Gastric Mucosa 
in the Duodenal-ulcer Patient 

E. D. PALMER. Gastroenterology [Gastroenterology] 18, 
8-20, May, 1951. Bibliography. 


This communication from a U.S. Army Hospital 
presents a gastroscopic study of 350 patients with duo- 
denal ulcer, with special reference to the occurrence of 
abnormalities of the mucous membrane. Of these 
patients 150 had active and 150 inactive duodenal ulcer; 
50 had duodenal ulcer with pyloric obstruction. The 
general gastric mucosa was found to be normal in 70°% of 
the patients with active ulcers, and in 58°, of those with 
“healed ’’ ulcers. Chronic hypertrophic gastritis was a 
common finding, being significantly greater in those 
patients whose ulcers were inactive. Chronic superficial 
gastritis was the commonest finding and in 92° of cases 


the gastritis involved one-quarter of the mucosa or less, 
Chronic atrophic gastritis was present in only 4 patients 
with inactive ulcers. There was no correlation between 
duration of the ulcer history and the frequency of all 
forms of gastritis. 

Mucosal biopsy was carried out in 34 patients and 
revealed normal gastric mucosa in 19 cases and ab- 
normalities, which are discussed, in the remainder. Of 
the patients with pyloric obstruction 75°, showed a 
chronic gastritis, and the three main types were equally 
represented. In a control group of 2,000 “ gastroscopy 
clinic ** patients without an ulcer the incidence of super- 
ficial gastritis was one-quarter, and the incidence of 
chronic atrophic gastritis three times, that in the patients 
with ulcer. 

Statistical evidence is presented to show that poor 
response to treatment in duodenal ulcer is often due to 
the presence of a gastritis. The controversial literature 
on the subject of gastritis is amply reviewed. In con- 
clusion the author points out the high incidence of 
chronic superficial gastritis in cases of duodenal ulcer 
and suggests some correlation with the presence of gastric 
hypermotility. The low incidence of atrophic gastritis 
in non-obstructive cases is also discussed. 

I. McLean-Baird 


1573. Choice of Conservative or Surgical Treatment in 
Bleeding Peptic Ulcer 

J. Pepersen. Lancet [Lancet] 1, 1292-1295, June 16, 
1951. 24 refs. 


This is a second paper by the same author in which 
he has analysed the case histories of patients aged 40 
or more who were treated in Professor Meulengracht’s 
department for the loss of at least | litre of blood either 
by haematemesis or per rectum, and who showed 
signs of peptic ulcer either on radiography or at necropsy. 
He has attempted by this means to determine the factors 
associated with a bad prognosis in patients treated 
according to Meulengracht’s regimen, and advocates 
that such cases should have surgical treatment. The 
well-known increasing mortality with age was clearly 
demonstrated, and it was also found that the mortality 
was higher than was expected when perforation, 
severe pain in hospital, haemorrhage starting in hospital, 
pyloric stenosis, or cachexia was present. On_ the 
other hand, previous operations for peptic ulcer (gastro- 
enterostomy) and previous manifest bleeding were not 
associated with an increased mortality. 

After considering the operative mortality for partial 
gastrectomy for peptic ulcer the author proposes the 
following criteria: in the age group 50 to 70 operation 
is called for immediately after the first haematemesis in 
hospital, when it is probable that the patient has a chronic 
ulcer, when there is haemorrhagic shock, when the patient 
has severe pain in hospital, or when pyloric stenosis is 
present; in the age group 40 to 50 operation is recom- 


mended after the first haematemesis only if the patient 
has a chronic ulcer and also suffers from haemorrhagic 
shock and from pain. 

As pointed out by the author, a shortcoming of his 
analysis when applied in practice is that he considered 
only cases in which ulcers had subsequently been proved, 
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whereas it is sometimes difficult to determine the presence 
of a chronic ulcer at the time of the haemorrhage. 
Furthermore, there have been improvements in the 
treatment of haematemesis and melaena (notably in the 
greater use of blood transfusion) during the period under 
consideration, and this might well modify some of the 
conclusions. [The analysis of the many factors involved 
is necessarily a complex problem, and more adequate 
statistical methods might have been applied with 
advantage. ] G. A. Smart 


1574. Management of Hemorrhage from the Upper 
Gastrointestinal Tract 

N. W. CHAIKIN and T. TULLER. Review of Gastro- 
enterology (Rev. Gastroent.] 18, 403-412, June, 1951. 
29 refs. 


The authors have reviewed 260 cases of gross haema- 
temesis and melaena which were treated in their hospital: 
110 of these cases were due to peptic ulcer, 55 to cirrhosis 
of the liver, 6 to hypertension, 10 to carcinoma of the 
stomach, 3 to lymphosarcoma of the stomach, 3 to 
carcinoma of oesophagus, and 2 to erosions of the 
stomach; in 71 cases the aetiology of the haemorrhage 
was not immediately determined. In cases of peptic 
ulcer haemorrhage was most frequent between the ages 
of 40 and 50, but it occurred at all ages between 15 and 
71, this last being the age of the oldest patient. In 
the whole group there were 9-5 times as many males as 
females [the authors do not state whether there were 
different sex ratios for duodenal ulcer and for gastric 
ulcer with haemorrhage]. 

With regard to factors predisposing to haemorrhage 
in peptic ulcer, none could be found in about a quarter of 
the cases. The authors stress, however, that dietary 
indiscretions are very important in predisposing to 
haemorrhage and point out that patients who were con- 
stant in attending the out-patient department for 
medical therapy of their ulcer had a far lower incidence 
of haemorrhage than those who were not so carefully 
supervised. They also noted that haemorrhage not 
infrequently occurred 10 to 14 days after an upper 
respiratory infection and they suggest that patients with 
ulcers should stick strictly to their dietetic treatment at 
such times. Trauma, both physical and mental, and 
alcohol were also found to play a part in predisposing 
towards haemorrhage from peptic ulcer. 

In the case of the 71 patients with haemorrhage in 
whom no immediate cause could be found, 21 were 
subsequently found to have peptic ulcer. Of the re- 
maining 50, 18 were followed up for a period of 4 years 
and 3 of them turned out to have cirrhosis of the liver, 
although at the time of the haemorrhage there was no 
clinical or laboratory evidence of liver disease. Of the 
55 patients with hepatic cirrhosis, 20 died during their 
Stay in hospital; in 6 of these necropsy revealed no 
evidence of oesophageal varices. Few of the whole 
series of 55 cases showed any prothrombin deficiency. 

The authors regard the blood urea level as a most 
valuable aid in appraising the clinical course and prog- 
nosis. They found that where bleeding had ceased the 
blood urea nitrogen level fell to normal within 3 or 4 


days, whereas it failed to return to normal either when 
bleeding continued or when there was renal impairment. 
In general, the highest values were found in patients with 
shock and prolonged bleeding. 
The authors divided their cases into 4 groups according 
to the severity of the haemorrhage; no transfusions were 
given to those in Group I, where there was only moderate 
bleeding and no shock. On the other hand, in the 
severest group, where there was profuse haemorrhage, 
shock, and persistent pain the authors advocate surgical 
intervention. In the intermediate groups they found 
that it was necessary to give intravenous fluid therapy 
as well as blood transfusion. For the treatment of 
haemorrhage from oesophageal varices the authors 
advocate intra-oesophageal tamponade. In this pro- 
cedure direct pressure is exerted upon the bleeding point 
by means of an inflated balloon attached to a double- 
lumen tube. They claim excellent results in three of their 
cases so treated. G. A. Smart 


See also Radiology, Abstract 1393. 
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1575. Lipotropic Factors in the Treatment of Cirrhosis. 
An Evaluation by Biopsy and by a Study of the Phospho- 
lipid Turnover Employing Radioactive Phosphorus 

J. O. D. Cayer, and W. E. COoRNATZER. 
Southern Medical Journal (Sth. med. J., Bgham, Ala] 44, 
369-375, May, 1951. 6 figs., 9 refs. 


Assuming that the amount of newly-formed phos- 
pholipid present in the plasma reflects the rate of 
phospholipid turnover in the liver, the incorporation of 
radioactive phosphorus into the phospholipid molecule 
allows the rate of phospholipid turnover to be determined 
and the effect of lipotropic therapy to be assessed. 

Using these principles two of the authors previously 
showed (J. clin. Invest., 1950, 29, 534) that the rate of 
phospholipid turnover in normal persons is unaffected 
by the administration of lipotropic substances such as 
choline or methionine. The present authors now report 
the results of a similar study in 26 patients with liver 
disease, in all of whom the diagnosis had been proved 
by needle biopsy -of the liver. In instances where fat 
was demonstrable they found an increased rate of 
phospholipid turnover immediately following lipotropic 
therapy. This effect could not be demonstrated 2 months 
later, when liver biopsy revealed marked diminution or 
disappearance of fat. It was considered unsafe to 
administer 32P at a shorter interval than 2 months and so 
the duration of lipotropic activity could not be computed. 
Where needle biopsy revealed only cirrhosis or infective 
hepatitis, lipotropic therapy had no effect on phospho- 
lipid turnover. 

{It is apparent from the discussion, although it is not 
mentioned in the article, that 2 patients in whom biopsy 
material showed no fat still responded to lipotropic 
therapy with increased phospholipid turnover; the 
authors were unable to provide a satisfactory explana- 
tion.] Richard Terry 
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1576. Liver Cirrhosis. Relation between Function and 
Structure Based on Biopsy Studies 

S. S. WaALpsTEIN, H. Popper, P. B. SZANTO, and F. 
STEIGMANN. Archives of Internal Medicine [Arch. intern. 
Med.) 87, 844-862, June, 1951. 10 figs., 42 refs. 


The authors subjected 84 patients with hepatic 
cirrhosis to extensive clinical, biochemical, and histo- 
logical investigation in a search for possible correlations. 
The histological features in 117 biopsy examinations 
carried out by the Vim-Silverman technique were 
divided into four groups: (1) liver cell damage, as 
represented by coagulation necrosis and changes in the 
nuclei and cytoplasm; (2) inflammatory lesions, such 
as focal necrosis, peripheral inflammation, and portal 
cellularity; (3) scarring and associated lesions, including 
fibrocytic proliferation, altered reconstruction, angio- 
genesis, and bile-duct proliferation; and (4) fatty meta- 
morphosis. These various changes are carefully de- 
scribed and illustrated. 

Correlation was found between liver cell damage and 
both jaundice and the flocculation tests, between scarring 
and alcoholism, ascites and the serum albumin level, 
between coagulation necrosis and both marked jaundice 
and anaemia, between fatty changes and both alcoholism 
and marked jaundice, between inflammatory features and 
both liver cell damage and scarring, and between hyper- 
oestrogenism and alcoholism. 

The authors found no correlation between fatty 
changes and any biochemical tests [bromsulphalein 
excretion, usually impaired in fatty livers, was not 
estimated], between histology and prognosis, between 


liver cell damage and scarring, or between ascites and . 


jaundice. Full statistical details accompany each aspect 
of this study. Richard Terry 


1577. Intravenous Use of Salt-poor Human Albumin. 
Effects in Thirty-four Patients with Decompensated Hepatic 
Cirrhosis 

J. Post, J. V. Rose, andS.M.SuHore. Archives of Internal 
Medicine [Arch. intern. Med.| 87, 775-788, June, 1951. 
7 figs., 32 refs. 


Albumin intravenously was first tried in the treatment 
of hepatic cirrhosis in 1944, the simple rationale being 
that it acts as a source of protein in a depleted organism. 
Any effect which it may have is probably, however, more 
complex than a mere replacement of lost albumin in 
ascitic fluid, or the raising of a lowered serum albumin 
level to its normal figure. The present paper describes 
the effects of human albumin administered intravenously 
to 34 patients suffering from decompensated hepatic 
cirrhosis. 

All the patients were severely ill, with hypoalbumin- 
aemia, ascites, and, in 16 cases, coma or semicoma. 
As a control 11 of the patients were studied carefully 
for a period up to 8 weeks before starting treatment, 
but many were too ill to warrant this delay. All the 
25 patients who received mercurial diuretics were refrac- 
tory to them. The albumin was given in the form of a 
25% solution in amounts of 100 ml. at a time injected 
over a period of 45 minutes once or twice daily, the 
frequency being adjusted to maintain the patient’s serum 


albumin level at 4-0 to 5-0 g. per 100 ml. No serious 
reactions or complications due to the treatment were 
noted. Improvement was judged by the general state 
of well-being, appetite, amount of diuresis, and dis- 
appearance of ascites, coma, or jaundice. As judged by 
these standards, 21 of the 34 patients improved during 
the period of treatment. The average time of onset of 
the diuresis after beginning treatment was 2 weeks; some 
patients showed a fall in serum bilirubin level, but liver 
function tests on the whole revealed little change. 

[The mechanism of these changes is not clear, and the 
use of human salt-poor albumin is not a cheap or simple 
matter. Moreover, it is not certain how much this 
technique offers above full dietary albumin intake and 
salt restriction, but it provides a clear, direct method of 
raising and maintaining the blood albumin at a good 
level, even if this is only a guide to the more complicated 
metabolic processes which may be at fault. In very 
severe and comatose patients it would seem to offer a 
useful and important form of treatment.] 

Thomas Hunt 


1578. Experiences in the Use of a Low Sodium Diet in 
the Management of Ascites 

R. W. Puititips and A. M. PHILLIPS. Archives of 
Internal Medicine [Arch. intern. Med.] 87, 636-645, May, 
1951. 5 figs., 14 refs. 


Case histories are presented of 5 patients with 
established cirrhosis of the liver and ascites. For a 
control period of some weeks these patients had been 
kept on a high-protein, high-vitamin diet and had been 
given methionine. Ascitic fluid continued to form 
during this period. A change was then made to a special 
diet which differed mainly in the reduction of the sodium 
content to 605 mg. daily. In every case the further 
accumulation of fluid ceased or was very markedly 
reduced. The patient’s condition improved in other 
ways. In 2 cases this improvement was maintained after 
a subsequent reversion to a diet with a normal salt 
content. Some speculations are presented about the 
formation of ascitic fluids in the light of these results. 

T. A. A. Hunter 


1579. The Role of Portal Hypertension in the Patho- 
genesis of Cirrhotic Ascites. Its Demonstration by Means 
of Portal Radiomanometry. (R6le de I’hypertension 
portale dans la pathogénie des ascites cirrhotiques. Sa 
démonstration par la radiomanométrie portale) 

J. CAROLI, A. PARAF, and V. SCHWARZMANN. Semaine 
des Hépitaux de Paris [Sem. Hép. Paris] 27, 1761-1776, 
June 2, 1951. 10 figs., 32 refs. 


The authors have made radiological studies of the 
vascular pattern of normal and abnormal livers by injec- 
tion post mortem of contrast medium into the portal 
vein and hepatic artery. Occasionally the contrast 
medium passed easily from the portal vein to the hepatic 
veins or the inferior vena cava. In 2 cases, in which 


the liver was atrophied but not cirrhotic, there was a 
communication between the left branch of the portal 
vein and the inferior vena cava at the hilum of the liver. 
This was thought to indicate a congenital anomaly 
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resembling the type seen in the Cruveilhier-Baumgarten 
syndrome. A similar anastomosis was found in a 
patient with cirrhosis of the liver injected by way of a 
patent umbilical vein. In another case there was some 
intrahepatic communication between the portal and 
hepatic veins, but the exact anatomy of the shunt was 
not determined. The extrahepatic collateral circulation 


_ in patients with portal-vein obstruction was also visualized 


in this way. Collateral vessels were seldom prominent 
in patients with massive ascites, and the authors believe 
that in patients with cirrhosis of the liver there is an 
inverse relationship between ascites and collateral 
circulation. P. C. Reynell 


1580. The Treatment of Ascites in Cirrhosis of tlie Liver 
by Small and Frequently Repeated Paracentesis. (Le 
traitement des ascites cirrhotiques par les ponctions 
fractionnées et trés rapprochées) 

J. Caroti and A. Parar. Semaine des Hoépitaux de 
Paris [Sem. Hop. Paris] 27, 1786-1796, June 2, 1951. 
4 figs., 24 refs. 


In the treatment of cirrhosis of the liver with ascites 
the authors recommend small paracenteses, repeated 
at short intervals. A small trochar is used and the 
peritoneal cavity is drained at least once daily in the 
first place and at longer intervals when the effusion is 
all removed and the fluid is re-accumulating more 
slowly. The object of treatment is to keep the abdomen 
flat. 

Of 14 patients treated by this method 6 died while 
under treatment; the others improved, although some 
were desperately ill, and in a few cases the ascites 
disappeared entirely in the course of time. The episodes 
of abdominal pain and diarrhoea and the sudden deaths 
which sometimes follow massive paracentesis did not 
occur. Much of the improvement was attributed io the 
increased sense of well-being and appetite which enabled 
the patients to tolerate a high-protein and salt-free diet. 

P. C. Reynell 


1581. Hyponatremia in Hepatic Cirrhosis following 
Paracentesis 

W. P. Netson, J. D. ROSENBAUM, and M. B. StRAuss. 
Journal of Clinical Investigation [J. clin. Invest.] 30, 
738-744, July, 1951. 2 figs., 28 refs. 


1582. Function Tests in the Diagnosis of Biliary Tract 
Disease using Sodium Dehydrocholate or Secretin 

H. S. Lans, I. F. Stern, and K. A. MEYER. Gastro- 
enterology [Gastroenterology] 18, 64-78, May, 1951. 
4 figs. 25 refs. 


Sodium dehydrocholate increases the flow of hepatic 
bile without relaxing the sphincter of Oddi and, in normal 
subjects, produces no increase in duodenal contents 
over a 60-minute period, since the additional bile is 
accommodated in the gall-bladder. The reduced 
distensibility of a diseased gall-bladder does not permit 
storage of the additional bile and the duodenal contents 
are therefore increased. Secretin causes an increased 
flow of hepatic bile and also of colourless pancreatic 
secretion. Normally this bile does not appear in the 


duodenum but enters the gall-bladder, and thus successive 
duodenal specimens become increasingly free from bile 
during maximum pancreatic flow. Patients with a non- 
functioning gall-bladder no longer possess a biliary 
reservoir, and therefore this marked decrease in bile 
staining does not occur. 

The authors applied these principles to 31 patients 
with abdominal symptoms, of whom 14 were found to 
have biliary-tract disease at laparotomy, and to 16 
normal controls found to have no biliary disease at 
operation. Following an intravenous injection of 10 ml. 
of 20°, sodium dehydrocholate the volume of duodenal 
contents aspirated over a 60-minute period in 12 normal 
subjects fell from 90 to 68 ml., a decrease of 25°%, while 
in 11 patients with proven biliary disease there was a 
rise of 117%, from 60 to 130 ml. Correspondingly, the 
biliary-pigment output fell sharply in the normal subjects, 
but rose in patients with biliary disease. The intravenous 
injection of one unit of secretin caused the icterus index 
of the duodenal contents to. fall from 24 units to 2 in 
the normal subjects, but only from 28 to 20 units in the 
7 patients with biliary disease. The authors point out, 
however, that pancreatic insufficiency may give a secretin 
response similar to biliary disease and that the sodium 
dehydrocholate test should be used in addition. 

The value of these two tests in the post-cholecystectomy 
state, the evaluation of pancreatic function, and the 
differentiation of pancreatic and biliary carcinoma are 
also discussed. Richard Terry 


1583.. The Value of ‘“‘ Campolon”’ in the Prophylaxis 
of Subacute Yellow Atrophy of the Liver. (SHaueHue 
KaMMO0Ha WIA MOMOCTPOH aTpopun 
meyeHH) 

Vv. M. SHAVERIN. KouHuyeckan [Klin. 
Med., Mosk.| 29, No. 3, 43-46, March, 1951. 9 refs. 


This communication is based on a study of 200 cases 
of acute infective hepatitis [known in the U.S.S.R. as 
‘** Botkin’s disease]. There were 74 men and 126 
women, and 80-5°% of them were seen in the first 2 weeks 
of their illness. Therapeutic measures included duodenal 
aspiration, administration of glucose, insulin, calomel, 
urotropin, sodium salicylate, aneurin, and ascorbic acid, 
and application of [? hot] paraffin wax to the hepatic 
region. 

The most important measure, in the author’s opinion, 
is the administration of “‘campolon” as a prophy- 
lactic agent against the onset of acute or subacute 
liver atrophy. In mild cases 2 g. campolon was injected 
intramuscularly (preceded by 2 ml. of 5% procaine) 
every 2 to 3 days for 5 doses; in cases of moderate 
severity 3 g. was given every other day, or even daily, for 
6 to 12 doses; and in severe cases 5 to 10 g. was given 
daily until the patient’s condition improved, when the 
dose was lowered to 2 to 3 g. The greatest number of 
doses was 26, the highest total dosage being 130 g. Of 
8 patients in the series who had developed liver atrophy 
only 2 died. 

[The campolon described was a Soviet preparation. 
Its equivalent strength is, of course, not given.] 

Firman-Edwards 
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1584. A Case of Hermaphroditism 
J. D. FerGusson. British Journal of Urology (Brit. J. 
Urol.] 23, 29-38, March, 1951. 10 figs., 2 refs. 


A detailed description is given of hermaphroditism 
occurring in a 45-year-old person who had been brought 
up as a female. The external genitalia suggested that 
the patient was a male pseudohermaphrodite. Laparo- 
tomy was performed because the patient had abdominal 
pain and it was thought that she might have a neoplasm 
of the retained testis. A small uterus was found and 
there were 2 rudimentary Fallopian tubes. Attached to 
the left tube were 2 gonad-like organs, each of approxi- 
mately two-thirds normal size. On the right side there 
was a similar ovarian organ and near it a small pea- 
sized body. Histological examination of the 4 gonads 
removed showed that 2 of them resembled ovaries and 
2 testes. In neither male gonad was there any evidence 
of true tubule formation or spermatogenesis, although 
there were many cells of the Leydig type. This was 
thus probably a case of true hermaphroditism. 

Victor W. Dix 


1585. The Value of Biopsy in Hypogonadal Gynaeco- 
mastia (Klinefelter’s Syndrome). (L’importance des 
biopsies dans les gynécomasties hypogonadiques 
(syndrome de Klinefelter)) 

M. DAMIEAN-GILLET and J. Firket. Acta Clinica 
Belgica [Acta clin. belg.] 6, 124-133, March-April, 1951. 
9 figs., 10 refs. 
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1586. Chorionic Gonadotrophin, ACTH, and the Adrenal— 
Hyaluronidase Relationship 

J. C. OpsaH_, C. N. H. Lona, and E. C. Fry. Yale 
Journal of Biology and Medicine [Yale J. Biol. Med. 23, 
399-406, April, 1951. 8 refs. 


The action of chorionic gonadotrophin on hyaluroni- 
dase was tested because there is amelioration of some of 
the collagen diseases during pregnancy. The spreading 
activity of hyaluronidase injected intradermally with 
indian ink into mice was inhibited by chorionic gonado- 
trophin injections, but further investigation appeared to 
demonstrate that this action was not due to the gonado- 
trophin itself, but to contaminating adrenocorticotrophin. 

First, the inhibition produced by chorionic gonado- 
trophin was qualitatively like that produced by adreno- 
corticotrophin and was similarly unaffected by gonad- 
ectomy or hypophysectomy, but was not produced 
after adrenalectomy. Secondly, the inhibitory activity 
of the gonadotrophin was unaffected by boiling, which 
destroys its gonadotrophic activity but which does not 
destroy adrenocorticotrophic activity. Thirdly, the 
chorionic gonadotrophin when injected into hypo- 
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physectomized rats produced a fall in eosinophil cell 
count and in adrenal ascorbic acid content. 
Adrenocorticotrophin has been detected in placenta, 
and this may be the source of that contaminating the 
chorionic gonadotrophin. Peter C. Williams 


1587. The Adrenal—Hyaluronidase Relationship in In- 
fection 

G. H. and J.C. Opsaut. Yale Journal of Biology 
and Medicine [Yale J. Bicl. Med.]| 23, 361-369, April, 
1951. 17 refs. 


Staphylococcus aureus grown in a beef-heart infusion 
was shown to generate spreading [presumably hyaluro- 
nidase] activity. The culture was inoculated intraderm- 
ally into intact and into adrenalectomized mice, some of 
which received intraperitoneal injections of adrenal 
cortical extract. In the untreated adrenalectomized 
mice the inoculation was fatal, and in the intact mice it 
produced severe local lesions but no deaths. Adrenal 
cortical extract protected both types of animal against 
these effects. The protection is attributed, at least in 
part, to inhibition of hyaluronidase activity. 

This view was supported by 2 experiments. First it 
was found that the local lesions could be prevented by 
mixing a very small volume of the cortical extract with 
the inoculation. Secondly, little protection was afforded 


by adrenal cortical extract against the lethal effects of 
Salmonella aertryvcke inoculations, and this organism 
does not produce hyaluronidase. 


Peter C. Williams 


1588. The Effects of ACTH and Cortisone on Anti- 
bodies in Human Beings . 

G. S. Mirick. Bulletin of the Johns Hopkins Hospital 
[Bull. Johns Hopk. Hosp.| 88, 332-351, April, 1951. 
45 refs. 


The author has studied the level of pre-existing 
antibody and antibody-synthesis in patients treated with 
ACTH and cortisone. He vaccinated 59 patients with 
a single injection of a mixture of pneumococcal poly- 
saccharides. Of these patients 17 were treated with 
ACTH, 12 with cortisone, and 30 were untreated. The 
production of mouse protective antibody to pneumo- 
coccus Type Il was measured. Patients whose pre- 
vaccination serum neutralized more than 10 MLD of 
the pneumococci were eliminated from the series. 
The geometric mean of the titre of neutralizing anti- 
body before vaccination, the neutralizing capacity of the 
serum being expressed as the logarithm of the number 
of MLD’s survived, was slightly greater in the control 
group (0-58) than in the treated group (0-41). After 
10 to 21 days the figures were 3-75 and 5-41 respec- 
tively. 

The effect on the titres of agglutinins for typhoid H 
antigen was studied in 5 patients with a titre of | in 10 
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or greater. In 2 the titres became four to eight times 
lower during treatment; in 3 there were no obvious 
changes. The titres of isohaemagglutinins for erythro- 
cytes of different ABO blood groups were studied in 11 
treated patients. In 5 patients (3 receiving ACTH, 2 
cortisone) titre was four times higher during treatment 
than before. Serum globulin level (by zinc sulphate 
turbidity) decreased in 13 out of 17 patients on ACTH 
and in 6 out of 12 on cortisone. The present evidence 
suggests that the beneficial effects of ACTH and cortisone 
in the treatment of hypersensitivity states and related 
diseases are not to be explained by suppressed antibody 
production. 
The author discusses the apparently conflicting results 
which have been reported concerning adrenal effects on 
* plasma proteins and antibodies in experimental animals 
and considers them to be due to species differences, the 
rat seeming to resemble man rather more closely than 
does the rabbit. Harold Caplan 


1589. Action of Adrenal Cortical Steroids and Nor- 
epinephrine on Vascular Responses of Stress in Adrenal- 
ectomized Rats 

I. Frirz and R. Levine. A’nerican Journal of Physiology 
[Amer. J. Physiol.] 165, 456-465, May, 1951. 3 figs., 
17 refs. 


By means of the Cambers—Zweifach rat-mesoappendix 
preparation, and with a modified gelatin—Ringer’s 
solution for irrigation, the circulation was studied in the 
small blood vessels of the splanchnic area. Light sodium 
pentobarbitone anaesthesia was used and drugs were 
applied topically. Blood vessels of the mesoappendix 
in normal rats constricted on applying 10-6 dilutions of 
noradrenaline. The vascular bed continued to respond 
to the same concentration without signs of exhaustion. 
Acetylcholine (3 x 10-5) produced immediate relaxation 
of the vessels constricted by noradrenaline, and histamine 
(10-3) caused dilatation of the vessels. In adrenal- 
ectomized rats, however, noradrenaline (10~°) initially 
produced vasoconstriction, but repeated application of 
this solution resulted in a gradual unresponsiveness, 
with no spontaneous recovery. When adrenal cortical 
extract (0-2 ml.) was placed topically in the meso- 
appendix, within 30 minutes there was a return of 
responsiveness to noradrenaline. (10~°). No recovery 
was observed following treatment with deoxycortone. 
Similar results were seen after subcutaneous injections 
or constant drips of noradrenaline. Normal rats 
tolerated subcutaneous injections of formalin (0-3 ml. 
of a 4°%% solution) without showing any adverse circu- 
latory changes in the mesoappendix; but in adrenal- 
ectomized rats a sluggish blood flow with stasis and 


multiple microscopic haemorrhages was seen 15 minutes 


after the formalin was injected. The blood vessels were 
maximally dilated. 

In both normal and adrenalectomized rats, pre-treat- 
ment with “* dibenamine ’’ (10 mg. per kg.) resulted in 
complete non-responsiveness to noradrenaline, but the 
responsiveness to histamine was retained. Formalin 
injections were now without effect even in the adrenal- 
ectomized preparation, and it was found that pre- 


405 


treatment with dibenamine significantly prolonged the 
survival time of operated rats either injected sub- 
cutaneously with a lethal dose of formalin or exposed 
to low temperature. G. B. West 


1590. Action of Nor-epinephrine and Adrenal Cortical 
Steroids on Blood Pressure and Work Performance of 
Adrenalectomized Dogs 

E. R. Ramey, M. S. GOLDSTEIN, and R. LEVINE. Ameri- 
can Journal of Physiology [Amer. J. Physiol.] 165, 450-455, 
May, 1951. 4 figs., 8 refs. 


Repetitive contractions of the gastrocnemius muscle 
in situ are known to induce a progressive fall in blood 
pressure in adrenalectomized, but not in normal, dogs. 
The muscle performance fails only when blood-pressure 
levels fall below 60 to 80 mm. Hg. In the exhausted 
adrenalectomized preparation, death due to splanchnic 
engorgement results as the blood pressure continues to 
fall. Since noradrenaline causes constriction in the 
splanchnic bed, it was administered to normal and to 
bilaterally adrenalectomized dogs to study possible 
differences in response. 

In normal dogs under sodium pentobarbitone anaes- 
thesia, with electrical stimulation of the gastrocnemius 
muscle in situ at the rate of 3 per second, the average 
blood-pressure rise above base levels after single intra- 
venous injections of 0-25 to 1-0 wg. noradrenaline per 
kg. body weight was from 50 to 70 mm. Hg. The 
rise in adrenalectomized animals was only 10 to 30 mm. 
Hg, indicating a loss of sensitivity. In addition, the 
basal blood-pressure level in these animals began to fall 
progressively as more single doses of noradrenaline at 
10-minute intervals were given. The response to these 
succeeding injections was also diminished, and contrac- 
tions of the gastrocnemius muscle failed when the blood- 
pressure level fell below 60 mm. Hg. 

The blood-pressure response of adrenalectomized 
dogs to continuous infusions of noradrenaline (25 to 
70 ug. per kg. per hour) progressively diminished, and 
death in shock resulted ‘within 3 hours after the start of 
the infusion. Single injections of adrenal cortical extract 
during such an infusion produced an immediate, but 
transient, elevation in blood pressure, suggesting that 
sensitivity to exogenous noradrenaline had been restored. 
Acute administration of the extract to a normal dog 
receiving such an infusion did not alter the blood- 
pressure level, nor did deoxycortone glucoside in both 
normal and adrenalectomized preparations. The vascu- 
lar incompetence of the adrenalectomized animal 
resulting from the work “ stress ’’ is said to be due to the 
inability of the small vessels of the splanchnic area to 
continue to respond to the reflex activity of the sym- 
pathetic nervous system. As the constrictor response in 
this area is exhausted, progressive splanchnic dilatation 
results. Adrenal cortical extract appears to restore 
normal reactivity of the blood vessels to noradrenaline. ° 

[A difference in work-performance of gastrocnemius 
muscles of normal and adrenalectomized dogs in vivo 
has been found, although striated muscle strips removed 
from previously exhausted operated rats show no differ- 
ence in work-performance when compared with muscles 
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removed from normal controls. The improper adjust- 
ment of the circulatory bed to the demands of stress 
may, therefore, be the correct explanation; in the normal 
animal the splanchnic bed contracts whenever a peri- 
pheral bed is caused to dilate, whereas in the adrenal- 
ectomized animal this fails to occur.] G. B. West 


1591. The Influence of Anterior Pituitary Extract on the 
Respiratory Quotient of Fasting Rats. (Der Einfluss von 
Hypophysenvorderlappenextrakt auf den respiratorischen 
Quotienten hungernder Ratten) 

F. BAHNER and J. Gascu. Zeitschrift fiir die Gesamte 
Experimentelle Medizin [Z. ges. exp. Med.] 117, 243-253, 
1951. 2 figs., 12 refs. 


When crude anterior pituitary extract was injected into 
rats which had been fasting for 24 hours a dual effect 
was noted: a lowering of the respiratory quotient by 
0-04 after 6 hours and a rise by 0-037 after 15 hours. 
The authors explain this by assuming that the extract 
leads at first to formation of keto bodies from fat and 
that these keto compounds are subsequently oxidized. 

H. Lehmann 


1592. Cortical Secretion of the Isolated Perfused 
Adrenal 

M. Voct. Journal of Physiology [J. Physiol., Lond.| 113, 
129-156, April 26, 1951. 12 figs., 38 refs. 


The main object of this investigation was to detzrmine 
whether substances other than adrenocorticotrophic 
hormone (ACTH) can exert a humoral control on the 
adrenal cortex, a tissue which lacks secretory nerves. 
The investigation was carried out by subjecting the 
isolated perfused adrenal gland of the dog to the action 
of substances of physiological interest. Perfusion was 
effected with a Dale—Schuster pump filled with blood 
from the same animal. Drugs were either added to the 
reservoir of the perfusion system or injected straight into 
the arterial cannula. The adrenal effluent was centri- 
fuged and the plasma assayed for cortical hormone on 
adrenalectomized rats, the mean survival time at low 
temperature being used as measure of potency. The 
concentration of adrenaline in plasma prepared from 
adrenal effluent was assayed on the rabbit intestine. 

Before the administration of the series of drugs, it 
was shown that the perfused adrenal secretes cortigal 
hormone at a fairly high and steady speed without being 
supplied with ACTH. The “ standard’ material for 
comparison was whole-gland extract, since neither 
compound E (Kendall) nor deoxycortone esters have 
the same effect as whole-gland extract on the survival 
of adrenalectomized rats kept at low temperature. 
The slopes of the dose-response curves with the synthetic 
materials were not the same as that with whole gland 
extract. When the adrenal cortex of the dog is supplied 
with ACTH (24 to 54 mg. per 100 ml. blood), there is 
an immediate increase in hormone production. After 
withdrawal of ACTH there is little reduction in its 
secretion for at least 2 hours. A rise in the blood 
sugar or lactate level did not produce any direct 
effect on the rate of cortical secretion. Of the other 
organic substances tested at naturally occurring dose 


levels, amino-acids, sodium ascorbate, and adrenaline 
were without effect on the output of hormone in the 
perfused gland. Adenosine triphosphate and creatine 
phosphate, however, stimulated the activity of the cortex 
for a period outlasting the intra-arterial infusion of the 
compound by about 15 minutes. These compounds are 
substances with readily available energy and contrast 
with adenosine, adenosine diphosphate, and inorganic 
phosphate, all of which were without effect. 

Of the naturally occurring constituents of plasma 
tested, only inorganic kations proved to be endowed 
with a direct action on the adrenal cortex. The rate of 
production of cortical hormone was accelerated by a 
decrease in the sodium: potassium ratio from its normal 
figure of approximately 45 to 10 or less. This effect 


is obtained by increasing the potassium without alter- ° 


ing the sodium content, but not by reducing plasma 
sodium even to levels below those observed in adrenal- 
ectomized dogs. Of the other compounds tested, nico- 
tine, colchicine, and morphine failed to stimulate 
secretion in the perfused adrenal. Their action in vivo, 
therefore, must be due to the release of ACTH. On the 
other hand, histamine in large doses sometimes stimu- 
lated the adrenal cortex, but it is certain that such con- 
centrations of plasma histamine (10 mg. acid phos- 
phate per 100 ml. of plasma) do not normally occur, 
even in adrenalectomized animals. G. B. West 


1593. Local Effects of Cortisone on Granulation Tissue 
and the Role of Denervation and Ischemia 

R. SHAPIRO, B. TAYLOR, and M. TAUBENHAUS. Pro- 
ceedings of the Society for Experimental Biology and 
Medicine [Proc. Soc. exp. Biol., N.Y.] 76, 854-857, 
April, 1951. 14 refs. 


The authors found that the formation of granulation 
tissue around turpentine abscesses in the rat is modified 
if cortisone is mixed with the turpentine (0-5 mg. in 
0-5 mi.). In comparison with control abscesses around 
0-5 ml. turpentine alone, the granulation-tissue layer was 
thinner, the fibroblasts were smaller and less regular in 
formation, and the cellular infiltration was more profuse; 
vascularization appeared to be unaffected. Further 
experiments with cortisone-containing abscesses in 
ischaemic and in denervated tissues showed that these 
conditions did not materially modify the effects of 
cortisone on connective tissue outlined above. Although 
the mechanism of the inhibitory effect of cortisone on 
connective tissue is unknown, these experiments suggest 
that it is a direct local action rather than an action on 
either vasomotor mechanisms or the metabolism of 
nervous tissues. B. E. W. Mace 


1594. Effect of Cortisone on Survival of Skin Homografts 
in Rabbits 

R. E. BILLINGHAM, P. L. KROHN, and P. V. MEDAWAR. 
British Medical Journal [Brit. med. J.) 1, 1157-1163, 
May 26, 1951. 3 figs., 16 refs. 


Experiments are described which demonstrate the 
effect of a daily dose of 10 mg. cortisone on the growth 
and organization of autografts and the survival time of 
homografts in the rabbit. 
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from a donor to 2 rabbits, all 3 being of wide genetic 
disparity; at the same time autografts were implanted 
alternately with these homografts. One of the recipients 
acted as control; the other received cortisone from the 
day after operation. The homografts carried by the 
cortisone-treated animal survived for about 25 days, 
while those carried by the control were destroyed within 
10 days. The control animal, being now immunized, 
was given cortisone and the transplanting was repeated 
4 days later. These homografts survived little longer 
than the previous ones. 

It was found that cortisone retarded the development 
of granulation tissue in the graft bed. The primary 
healing of the autografts was much weakened; there was 
suppression of the inflammatory processes that normally 
accompany healing, and depression of epithelial mitotic 
activity. It appears that cortisone retards the rate of 
the processes which normally occur with healing, but 
does not alter their nature. The homografts in the 
cortisone-treated animals were found to provoke a 
relatively feeble and chronic reaction of uncertain pro- 
gress, compared with the acute process ®een in the 
controls. The inflammatory reaction was subdued and 
lymphocytic infiltration much less marked, but again 
the fundamental nature of these processes ‘remained 
unchanged. 

The authors suggest that these effects were partly due 
to the smaller blood supply and invasive activity which 
was noted in the autografts; other factors were the partial 
suppression of the immune response and the thwarting 
of inflammatory reactions by cortisone. On immunized 
animals, in the second experiments, homografts survived 
much less well under cortisone. Delay in the develop- 
ment of the immune state would therefore seem to be 
an important factor in the threefold or fourfold prolonga- 
tion of the life of homografts by cortisone. 

B. E. W. Mace 


1595. Sulfhydryl Inhibition as a Mechanism in the 
Effects of ACTH and Cortisone 
G. E. ANperson, L. L. Wiese, R. W. HILLMAN, and 


W. M. Stumps. Proceedings of the Society for Experi- 
mental Biology and Medicine (Proc. Soc. exp. Biol., N.Y.) 
76, 825-827, April, 1951. 1 fig., 14 refs. 


The 11-oxysteroids are known to have an inhibitory 


effect on many cellular enzyme systems, and there is’ 


evidence to suggest that this action is due to reduction 
in availability of sulphydryl groups (-SH). Other 
substances also have this action, notably ascorbic acid 
through its oxidation product dehydroascorbic acid. 

A series of estimations of the sulphydryl level in blood 
in normal subjects and in patients with rheumatoid 
arthritis showed that massive intravenous doses of 
ascorbic acid had no significant effect. The level was 
also found to be unchanged in rheumatoid arthritis 
both before and after cortisone treatment. Another 
series of experiments was carried out with a hyaluroni- 
dase-indian-ink mixture containing 75 turbidity units 
of hyaluronidase in 0-1 ml.; this amount was injected 
intracutaneously into the depilated skin of white mice. 
The hyaluronidase mixture spread farther in the tissues 


than a saline control, but this effect was inhibited after 
the mouse had been given 2 mg. cortisone subcutaneously. 
Reduced glutathione (G-SH), 40 mg., was then given 
intraperitoneally; the same or an increased skin spread 
was observed after a further injection of the hyaluroni- 
dase—indian-ink mixture. A control experiment in which 
oxidized glutathione (G—SS-G) was used showed that this 
had no effect on the cortisone-inhibited skin spread. 
B. E. W. Mace 
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1596. Iatrogenic Hypothyroidism 

F. T. BiLitincs. American Journal of the Medical 
Sciences [Amer. J. med. Sci.] 221, 495-500, May, 1951. 
4 figs., 5 refs. 


This paper describes the dangers of prescribing 
thyroid tablets to patients without clinical evidence 
of hypothyroidism. It is very difficult to persuade such 
patients that their tablets are unnecessary. [The author 
does not mention that true addiction to thyroid tablets 
can occur and that these patients exhibit hyperthyroidism 
without eye signs.] G. S. Crockett 


1597. The Treatment of Myxoedema with L-Thyroxine. 
(Behandling av Myxodem med L-Thyroxin) 

P. A. Owren. Tidsskrift for Den Norske Laegeforening 
[Tidsskr. norske Laegeforen.| 71, 315-318, May 15, 1951. 
7 figs., 3 refs. 


The variations in activity of thyroid preparations have 
made it desirable to find a more reliable thyroid prepara- 
tion, especially for use in the treatment of myxoedema. 
The preparation of synthetic thyroxine has recently been 
simplified and it has been found that L-thyroxine has the 
greater clinical activity; it may be identical with the 
natural hormone. 

L-Thyroxine has been used for the treatment of 
myxoedema at Rikshospital, Oslo, since 1949. An initial 
dose of 0-2 mg. daily was given and then reduced or 
increased according to its effect. The dose necessary 
for maintenance was found to vary from 0:1 to 0-3 
mg. daily, according to the individual patient. The 
metabolic rate usually became normal in 2 to 4 
weeks and the symptoms of myxoedema disappeared in 
4 to 8 weeks. The accompanying anaemia and hypo- 
prothrombinaemia improved in most, but not in all, cases, 
Overdosage was accompanied by the same manifestations 
as overdosage with other thyroid preparations. 

The author concludes that because of its greater 
reliability L-thyroxine should be the drug of choice in 
myxoedema. Margaret Agerholm 


1598. Unilateral Exophthalmos as a Forerunner of 
Thyrotoxicosis 

S. L. SALTZMAN and M. C. MELLICKER. American 
Journal of Ophthalmology [Amer. J. Ophthal.) 34, 372- 
374, March, 1951. 12 refs. 


A search of the literature revealed 8 cases of thyrotoxic 
goitre in which exophthalmos preceded all clinical and ' 
laboratory manifestations of thyrotoxicosis. To this 
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number the authors add a further case in which there was 
an interval of 20 months between the appearance of 
unilateral exophthalmos and the onset of thyrotoxic 
symptoms. 


S.J. H. Miller 


1599. A Psychosomatic Theory of Thyrotoxicosis 

G. C. Ham, F. ALEXANDER, and H. T. CARMICHAEL. 
Psychosomatic Medicine [Psychosom. Med.] 13, 18-35, 
Jan.—Feb., 1951. Bibliography. 


These observations are made on the results of examina- 
tion of 23 patients at interview and of one patient during 
the course of psychoanalytic therapy. There were 17 
women and 7 men, whose ages ranged from 13 to 56 
years. It is claimed that 6 personality features were 
found with varying frequency in all the patients: (1) in- 
adequate parental support as a child, resulting from 
death, divorce, or separation of the parents, parental 
rejection, economic stress, multiple siblings of which the 
patient was the eldest (23 cases); (2) inability to express 
hostility (22 cases); (3) a struggle against fear by denial, 
repression, and other defensive attitudes (17 cases); 
(4) a lifelong ambition towards advancement (19 cases): 
(5) an urge to bear children (6 cases); (6) dreams of 
death (15 cases). 

The mean number of children in the families of thyro- 
toxic patients was 6°6; the median figure for families 
in the whole United States is only 3-2, and the median 
figure for families in Chicago is 3-4. Half the patients 
were the eldest among their siblings, too high a figure to 
have occurred by chance. The pregnancy rate for 
female patients was significantly higher than for the 
general population. 

The specific dynamic pattern in thyrotoxicosis is 
described by the authors as follows: ‘ Frustration of 
dependent longings and persistent threats to security in 
early life->unsuccessful premature attempts to identify 
with the object of dependent cravings—-continued effort 
toward premature self-sufficiency and to help others—> 
failure of strivings for self-sufficiency—>thyrotoxicosis.” 

Desmond Neill 


1600. Thyroid Crisis Associated with Diabetic Coma 
P. Troen, R. C. Taymor, and B. I. GoLpDBERG. New 
England Journal of Medicine [New Engl. J. Med.| 244, 
394-398, March 15, 1951. 1 fig., 34 refs. 


The case is described of a 49-year-old woman in thyro- 
toxic crisis and diabetic coma who responded to treat- 
ment with iodine and insulin. A. C. Crooke 
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1601. Untoward Reactions to Tests for Epinephrine- 
secreting Tumors (Pheochromocytoma) 

H. R. BreRMAN and J. W. PartripGe. New England 
Journal of Medicine [New Engl. J. Med.] 244, 285-286, 
April 19, 1951. 5 figs., 11 refs. 


Untoward severe but non-fatal reactions were en- 
countered in 4 patients during a series of 56 tests on 21 
patients suspected of having pheochromocytoma. The 
first patient developed a rise in blood pressure approach- 


ENDOCRINOLOGY 


ing and exceeding 300 mm. Hg immediately after the 
administration of 3 and 5 mg. of “ 933F” [piperidyl. 
methyl benzodioxane]. The second patient received 
17 mg. of 933F and promptly developed acute pulmonary 
oedema. The third patient developed anuria for 14 
hours following the use of “* dibenamine’’. The fourth 
patient had a marked hypotensive reaction after a test 
with tetraethylammonium bromide. The relatively high 
incidence of toxic reactions in this series is probably due 
to the selected group of patients studied. Pharmacologic 
tests for pheochromocytoma with adrenolytic substances 
are not without danger; caution must be duly exercised 
with regard to toxic reactions when they are undertaken, 
—[Authors’ summary.] 


1602. Chronic Adrenal Cortical Hyperfunction in the 
Adult. (L’hypercorticisme chronique de l’adulte) 

—. GILBERT-Dreyrus and M. ZARA. Semaine des Hopi- 
taux de Paris (Sem. Hop. Paris] 27, 1375-1398, April 30, 
1951. 15 figs., 1 ref. 


The authors discuss the aetiology, pathology, diagnosis, 
and treatment of chronic adrenal cortical hyperfunction 
in the adult and report 8 cases studied at the H6pital 
de la Pitié, one of them a case of pure virilism, the others 
of Cushing type, 

The signs are explained on the basis of overaction of 
the 3 groups of adrenal cortical hormones. Excess of 
androgens leads to virilism, excess of glucocorticoids, to 
obesity of the face and trunk, diabetes, and conversion 
of protein in the skin, muscles, and bones into carbo- 
hydrate, leading to striae, muscular wasting, and osteo- 
porosis; excess of mineralocorticoids resulis in hyper- 
tension. These signs may be combined in various 
proportions in Cushing’s syndrome or Achard—Thiers’s 
syndrome (the ** diabetes of bearded women’). Virilism 
may exist in pure form, and the authors suggest that 
there may be cases of simple diabetes or hypertension of 
adrenal cortical origin. Feminizing tumours of the 
adrenal lead to regression of male secondary characters, 
testicular atrophy, and gynaecomastia; they are usually 
malignant and often present with metastases. Blood 
changes consist of lymphocytopenia and eosinopenia, 
and sometimes a rise in sodium content, with a fall in 
potassium and chloride levels, leading to alkalaemia. 

Urinary 17-ketosteroids above 50 mg. per day usually 
indicate an adrenal tumour, and in such cases the {- — 
fraction, dehydro-isoandrosterone, is disproportionately 
raised. Two cases of adrenal tumour are, however, 
reported with low 17-ketosteroids. The 11l-oxycortico- 
steroid level is of diagnostic value; pregnanediol is 
often increased, but oestrogen excretion is inconstant. 
Enlargement of the sella turcica is rarely seen. Adrenal 
hyperplasia or tumour may be revealed by pyelography, 
perirenal insufflation, or by aortography, the radio- 
opaque substance being injected direct into the aorta 
so that displacement of the renal vessels can be shown. 
Diffuse hyperplasia of both adrenals is the commonest 
finding; macroscopical adenomata are uncommon, but 
microscopical ones can often be found. Malignant 
tumours are said to occur in 1 out of 6 cases, but are 
probably less common than this. Changes in the 
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reticularis are associated with virilism, and changes in the 
fasciculata with signs of glucocorticoid excess. 

In most cases the condition is a dual disturbance of 
pituitary-adrenal function rather than the result of a 
lesion of one or other gland of itself. Crooke’s hyaline 
change in the anterior-pituitary basophil cells does not 
indicate a pituitary origin, but appears to be a result of 
adrenal hypersecretion. Cases of adrenal origin cannot 
be distinguished clinically from those of pituitary 
origm. Adrenal hyperplasia is thus comparable with 
hyperthyroidism, and responds to subtotal adrenalectomy 
in the same way as hyperthyroidism responds to 
thyroidectomy. 

The authors recommend bilateral exploration of the 
adrenals, in view of the possibility of a tumour of one 
gland with atrophy of the other. They prefer to excise 
one gland at first and to remove half the other gland 
later on, if necessary, rather than to resect both glands 
simultaneously. Androgens or oestrogens may be used 
to inhibit the pituitary or to promote recalcification. 
Irradiation of the pituitary is sometimes beneficial; 
irradiation of the adrenal is less effective. 

Robert de Mowbray 


See also Pathology, Abstract 1429. 
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1603. Intravenous Use of Pituitary Adrenocorticotropic 
Hormone (ACTH). A Report on its Administration in 
Twenty-five Patients 

W. MANDEL, M. J. SINGER, R. GUDMUNDSON, L. MEISTER, 
and F. W.S. MopDERN. Journal of the American Medical 
Association [J. Amer. med. Ass.| 146, 546-551, June 9, 
1951. 11 refs. 


The authors have given ACTH intravenously to 25 
patients under treatment in the Veterans Administration 


Hospital, Long Beach, California. ACTH was adminis- 
tered each day in one of three ways: by continuous 
intravenous infusion for 8 to 20 hours, by intermittent 
intravenous injection every 6 hours, and by continuous 
intramuscular drip. The daily dose for intravenous 
administration varied between 5 and 20 mg. and was 
dissolved in distilled water containing 5% glucose and 
0:2’, potassium chloride. When given for 20 hours 
the ACTH was placed in | to 2 litres of fluid; when given 
for 8 to 12 hours 0-5 to 1 litre was used. Of the 25 
patients in this series 12 had rheumatoid arthritis, 
3 rheumatoid spondylitis, and 4 bronchial asthma; there 
was | case each of the following: lupus erythematosus, 
polyarteritis nodosa, scleroderma, rheumatic fever, 
neurodermatitis, and eczematoid dermatitis. 

It was found that all patients responded to intravenous 
administration of 5 to 10 mg. of ACTH, and many 
patients could be maintained on doses between 2-5 and 
5 mg. daily. 

The response to continuous infusion of a single 
dose was roughly proportional to duration of adminis- 
tration. Thus in one patient given a constant daily 
dose of ACTH the 20-hour infusion was more effective 


than the 12-hour infusion, and this in turn was more 
effective than intravenous injections every 6 hours. 
Continuous intravenous infusion was more effective 
than continuous intramuscular drip. No patient failed 
to respond to ACTH by the intravenous route and none 
was refractory to subsequent treatment with this drug. 
The authors consider that ACTH is effective by the 
intravenous route in one-tenth to one-twentieth of 
the dosage required for intramuscular administration. 
The reasons for this difference are discussed, and the 
authors suggest that the greater effectiveness of intra- 
venous infusion is due to the more continuous adrenal 
cortical stimulation and to the fact that destruction does 
not occur at the injection site. C. E. Quin 


1604. Intravenously Administered ACTH. A_ Pre- 
liminary Report 

A. E. RENOLD, P. H. FORSHAM, J. MAISTERRENA, and 
G. W. THorN. New England Journal of Medicine [New 


Engl. J. Med.| 244, 796-798, May 24, 1951. 7 refs. 


The authors describe their experience with the intra- 
venous administration of ACTH in 100 subjects. The 
investigation was carried out at the Peter Bent Brigham 
Hospital and the Department of Medicine, Harvard 
Medical School. ACTH was dissolved in 500 ml. of 
normal saline or 5°, dextrose solution and infused 
intravenously over a period of 8 hours. The fall in 
the eosinophil count was regarded as a qualitative 
measure of adrenal response, and the rise in urinary 
17-ketosteroids as a quantitative measure. It was found 
that an 8-hour intravenous administration of ACTH 
stimulated the adrenal cortex for 16 to 24 hours, thus 
approximately meeting the patient’s requirements for 
the day. When 20 mg. of ACTH was given daily to a 
subject with normal adrenal glands a maximum response 
was attained in from 3 to 8 days. With the duration of 
infusion constant at 8 hours, adrenal cortical stimulation 
increased approximately linearly with the dose of ACTH 
up to 10 to 20 mg. Larger doses did not appear to 
increase adrenal cortical activation any further once 
this maximum was reached. The effect of 20 mg. of 
ACTH given intravenously over a period of 8 hours 
was comparable to that obtained by intramuscular 
injection of 5 to 10 times this dose when injected 6-hourly 
in 24 hours. 

No anaphylactic reactions were noted in over 100 
patients or normal subjects, many of whom had received 
repeated infusions. The authors advise, however, that 
until a larger group has been studied patients should be 
watched for the first 30 minutes of the infusion for any 
evidence of anaphylaxis. No evidence was found of a 
diminished response to ACTH with repeated adminis- 
tration. Intravenously administered ACTH resulted in 
a normal adrenal response in 4 patients who had become 
unresponsive to the same preparation of ACTH injected 
intramuscularly. 

The authors describe cases of rheumatoid arthritis, 
psoriasis, and exfoliative dermatitis which illustrate the 
effectiveness of intravenously administered ACTH in 
one-fifth to one-tenth of the dosage usually required 
by the intramuscular route. C. E. Quin 


Dermatology 


1605. Dangers Involved in Dyes, Cosmetics and Perma- 
nent Wave Lotions Applied to Hair and Scalp 

J. G. Downinc. Archives of Dermatology and Syphilo- 
logy {Arch. Derm. Syph., Chicago] 63, 561-564, May, 
1951. 10 refs. 


The cold permanent wave may produce local skin 
irritation and possibly systemic effects. The author 
patch-tested 223 subjects against solutions of thioglycerol 
and ammonium thioglycolate ; there were 20 reactions 
to the former and 24 to the latter solution. 

Two weeks later the tests were repeated on 213 subjects: 
they now gave 76 reactions to the thioglycerol and 26 
to the ammonium thioglycolate. Of the 76 positive 
reactions 33 were delayed 6 to 9 days. 

John T. Ingram 


1606. Sporotrichosis of the Genitalia. (Sporotrichose 
der Genitalien) 

H. WeicHarDT. Archiv fiir Dermatologie und Syphilis 
{Arch. Syph., Wien] 192, 290-309, 1951. 11  figs., 
22 refs. 


The diagnosis of a case of localized sporotrichosis of 
the genitalia was based on the finding of a painless 
granuloma without marked inflammatory reactions but 
with abscess formation, as well as on the culture of 
Sporotrichon gougeroti and the agglutination reaction. 
The complement-fixation test was negative. Guinea- 
pigs and mice developed abscesses due to sporotrichosis 
after intraperitoneal injection of the cultures. Photo- 
_ micrographs of the granulation tissues are reproduced in 
the paper. Kate Maunsell 


1607. Treatment of Cutaneous Tuberculosis with Local 
Injections of Streptomycin 

P. D. Foster. Archives of Dermatology and Syphilology 
[Arch. Derm. Syph., Chicago] 63, 597-605, May, 1951. 
4 figs., 4 refs. 


In this investigation good results followed the local 
injection of streptomycin in a solution of adrenaline and 
** intracaine ’’ in the treatment of 3 patients with tuber- 
culosis of the skin. John T. Ingram 


1608. Early Prognosis of Lupus Erythematosus Discoides 
T. COCHRANE. Archives of Dermatology and Syphilology 
[Arch. Derm. Syph., Chicago] 63, 323-327, March, 1951. 
7 refs. 


In lupus erythematosus discoides, erythrocyte sedimen- 
tation rate determinations (Westergren method), in 
conjunction with the clinical appearance of lesions, 
can give an early indication of the prognosis. Two 
varieties of discoid lupus erythematosus are recognized: 
(1) seborrhoeic-like lesions—dull erythematous, 
filtrated patches, often with depressed centres and raised, 
apparently inactive, non-spreading edges covered with 
thick yellowish or white adherent scales; and (2) 


erythematous areas of active appearance with smooth, 
shining centres, unduly dilated follicles, and little or no 
scaling. In the erythematous type of lesion a low grade 
of activity as shown by a low sedimentation rate indicates 
a good prognosis. In seborrhoeic-type lesions with a 
moderately raised sedimentation rate the prognosis js 
still good in spite of the clinically chronic appearance of 
the lesions. G. A. Hodgson 


1609. 
Blisters 
J. B. Watson, P. A. O'LEARY, and M. M. HARGRAves, 
Archives of Dermatology and Syphilology [Arch. Derm. 
Syph., Chicago] 63, 328-333, March, 1951. 5. figs., 
7 refs. 


A stained smear of the fluid from a blister in 5 cases 
of acute disseminated lupus erythematosus contained 
peculiar neutrophil leucocytes; these were not seen in 
cantharides blisters produced in normal persons or in 
patients with other diseases. The cells resembled the 
L. E. cell as found on sternal puncture in cases of acute 
disseminated lupus erythematosus and contained one or 
several bluish bodies. The cells were also found by the 
blister method in 12 additional cases, in only 9 of which 
had the cells been found on sternal puncture. 

The technique entails the use of cantharides cerate in 
the form of an adhesive patch from 0-5 to 1-0 cm. in 
diameter: it is placed on the thigh for about 3 hours. 
After the area has been cleaned with alcohol a small 
transparent plastic cup is applied over the area and fixed 
in position by adhesive tape. Smears are taken 24 hours 
later. G. A. Hodgson 


Neutrophils Resembling L:E. Cells in Artificial 


1610. Dermatitis with Lipomelanotic Reticular Hyper- 
plasia of Lymph Nodes. Report of Fifteen Cases 

T. C. and C.J. Wuite. Archives of Dermatology 
and Syphilology [Arch. Derm. Syph., Chicago] 63, 611- 
621, May, 1951. 14 refs. 


The so-called lipomelanotic hyperplasia of lymph 
nodes, while it may be present in cases of lympho- 
blastoma, is not significant. It is found in a variety 
of other chronic dermatoses, and the authors review 
their findings in a series of 15 such cases. 

John T. Ingram 


1611. Observations on Biotin 

F. Kaz, V. A. Krat, and R. R. Forsey. Journal of 
Investigative Dermatology [J. invest. Derm.] 16, 111-117, 
Feb., 1951. 1 fig., 26 refs. 


The flushes produced by- repeated identical doses of 
nicotinic acid varied in different subjects, but occurred 
in about the same intensity in any given subject. It was 
therefore possible to examine, in the same individual, the 
effect of biotin on the flushes over a long period. Four 
subjects were given daily 150 to 200 mg. of nicotinic acid, 
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and after several days biotin treatment was started with- 
out changing the dosage of nicotinic acid. Flushing was 
inhibited in every instance by intravenous or intra- 
muscular injection of 5 to 25 mg. of biotin, and the effect 
lasted for several days. On the other hand, biotin did 
not inhibit the established flush, nor the flush produced 
by intravenous administration of nicotinic acid. It was 
also shown that the effect of biotin decreased with 
frequent repetitions. The experimental results were 
paralleled by the inhibition of flushes in acne rosacea 
treated with biotin. The authors suggest that biotin 
may interfere with the absorption of nicotinic acid from 
the intestinal tract. Kate Maunsell 


1612. Endogenous Ochronosis. (Endogene Ochronose) 
H. FrRipeRICH and W. NikoLowskl. Archiv fiir Dermato- 
logie und Syphilis [Arch. Derm. Syph., Wien] 192, 273- 
289, 1951. 12 figs., 7 refs. 

The case is reported of a female patient, aged 56 years, 
with the changes of ochronosis in the skin of the head and 
arthritis of the knee and shoulder joints. Since child- 
hood the urine had shown the characteristic black 
pigmentation of alcaptonuria. The pigment was 
demonstrated histologically in the skin and cartilage of 


the external ear and in several bluish nodules on the face.. 


A detailed discussion, with photomicrographs, is pre- 
sented in this paper. Kate Maunsell 


1613. The Results of * Functional Parathyroidectomy ~ 
in the Treatment of Keloids. (Sui risultati della ‘* para- 
tiroidectomia funzionale ’’ nel trattamento del cheloide) 
F. MINISSALE. Archivio Italiano di Chirurgia [Arch. ital. 
Chir.] 74, 119-141, 1951. 14 figs., bibliography. 


The author describes a case of multiple keloids, with 
histological appearances. Surgical removal of part of 
the parathyroids did not alter the existing keloids. 

‘ Kate Maunsell 


1614. The Use of Hyaluronidase by Iontophoresis in the 
Treatment of Generalized Scleroderma 

R. J. Popkin. Journal of Investigative Dermatology [J. 
invest. Derm.] 16, 97-102, Feb., 1951. 2 figs., 7 refs. 


Hyaluronidase was effectively transferred by ionto- 
phoresis into the tissues through the unbroken skin 
of 6 normal subjects and 2 patients suffering from 
generalized scleroderma. Hyaluronidase hydrolyses the 
hyaluronic acid of the gel of the tissues and causes a 
reduction in the resistance to fluid absorption. The 
degree of penetration of hyaluronidase could therefore 
be estimated by determining the disappearance-time 
of wheals of saline and Evans blue. The disappearance- 
ume of saline wheals before application of hyaluron- 
idase normally varied from 20 minutes to over an hour, 
but was constant in each individual. After ionization 
of the injected area with hyaluronidase (2 mg.), the 
wheal disappeared in 25°, of the time taken in a locally 
untreated zone. 

Two female patients who were suffering from general- 
ized scleroderma were treated with 33 to 40 ionizations 
of hyaluronidase over a period of 3 months: progres- 
Sive decrease of the disappearance-time of saline and 


Evans-blue wheals was noted, at first only in the localiy 
treated zones, but later also in the distant parts. General 
improvement with softening of the skin was seen. 
Improvement, however, was not maintained for more 
than 3 months. [The figures for disappearance-time of 
saline wheals in untreated scleroderma skin as compared 
with the quoted figures in normal skin are not given in 
this paper.] Kate Maunsell 


1615. Generalised Scleroderma with Intestinal Involve- 
ment 

C. B. Prowse. Lancet [Lancet] 1, 989-991, May 5, 1951. 
4 figs., 18 refs. 


1616. Relationship between Certain Emotional States and 
Exudation into the Skin 

J. G. Kepecs, M. Rosin, and M. J. BRUNNER. Psycho- 
somatic Medicine [Psychosom. Med.) 13, 10-17, Jan.—Feb., 
1951. 10 figs., 2 refs. 


This ‘paper describes an experimental study of the 
relation between weeping and exudation into the skin. 
A blister was produced on the skin by cantharides, and 
its base was exposed by removal of the epithelium. 
Exudation from this raw area was measured by weighing 
the fluid absorbed by a disk of filter paper. In 24 
experiments on 12 subjects, 6 of whom had skin disorders, 
there were 47 episodes of weeping, and in 38 of these the 
exudation rate rose. When the subject was tense, 
relaxation induced by suggestion or by conversation on 
neutral topics was followed as a rule by a fall in exudation 
rate. Suppression of weeping at the behest of the 
experimenter or inhibition as the result of inner resist- 
ances was in some cases associated with a fall in rate, 
followed by a rise, interpreted as due to breakdown of 
the inhibition. 

These findings may help to explain the relapses of 
certain skin disorders which occur in emotional states. 
Other observations, not included in this study, suggest 
that other forms of emotional expression also cause a 
rise in exudation rate. Desmond O' Neill 


1617. Atopic Dermatitis. A Clinical Psychiatric Study 
J. G. Kepecs, A. RABIN, and M. Rosin. Psychosomatic 
Medicine [Psychosom. Med.] 13, 1-9, Jan.—Feb., 1951. 
14 refs. 


This is a report on the personality characteristics of 20 
patients with atopic dermatitis, 16 females and 4 males 
ranging in age from 18 to 38 years. Observations were 
made at interview, under hypnosis, and in a few cases 
during prolonged psychotherapy. A history of asthma 
or hay-fever was recorded in many of the cases. 

Fourteen of the series were classed as having an 
emotionally labile, hysterical (H) personality pattern; 
5 were predominantly rigid or compulsive (C); and one 
had no clear trend in either direction. The C group had 
all had long remissions in the course of the dermatitis, 
whereas the H group had suffered from it most of their 
lives. The most clearly defined and frequently occurring 
characteristic of the family pattern in the whole series 
was a relationship to the mother, or mother-substitute, 
compounded of dependence and strong hostility. In the 
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H group exacerbations of dermatitis often followed 
contact with the other sex, in reality or fantasy; tensions 
arising from work problems and responsibility caused 
outbreaks in the C group. Dreams with an aggressive 
content were often reported. 

Shyness and a marked concern with appearance were 
present in almost every case. Of 15 patients about 
whom specific information was available 13 gave evidence 
of a strong tendency to weep, which was often inhibited. 
Five out of 6 patients who were deeply hypnotized wept 
copiously. The feeling most often found to be associated 
with weeping was a desire to be re-united with a mother- 
figure. 

Of 23 instances of itching and scratching reactions 
precipitated by emotion, 14 were associated with anger, 
and another 4 had anger as a principal component. 
Itching and scratching, besides expressing anger, may 
discharge sexual urges which cannot find an outlet in 
heterosexual relationships. Scratching for pleasure is, 
however, probably a secondary development from 
scratching for rage. Desmond O' Neill 


1618. Acne Vulgaris: a Psychosomatic Study 
E. WittKower. British Journal of Dermatology [Brit. 
J. Derm.) 63, 214-223, June, 1951. 23 refs. 


The subjects of the author's psychiatric examination 
were 64 patients with acne vulgaris (31 men and 33 
women) whose average age was 21-9 years. All but 9 
could be divided into 4 groups; the remaining 9 could 
not be classed in any of the groups described. Group (1) 
—trigid personalities, 14 men, 12 women. Most of the 
patients in this group grew up in a repressive and 
puritanical atmosphere. Sex was never mentioned or 
was treated in a furtive manner. Extremes of behaviour 
—excessive timidity or unusual pleasure in cruelty— 
seemed to prevail in this group. In adult life almost all 
were diligent, conscientious, inoffensive, and sensitive 
people: tension was commonly found. The standard 
of morality was high. The group was distinguished 
by harshness of conscience, frantic efforts to control 
instinctive impulses, and unusual severity of self-reproach 
if the self-imposed prohibitions were disobeyed. Extra- 
marital sex experience of all kinds was strongly con- 
demned. Group (2)—rebels and dreamers, 7 men, 
7 women. The patients in this group had not developed 
in their emotional life beyond the phase of adolescent 
rebellion. Some were boastful, knowing, or “* cocky ” 
and others depressed, with feelings of inferiority and 
unworthiness. The females showed an unusual fixation 
to the father and manifest or hidden hostility to the 
mother. Group (3)—overgrown children, 6 females, 
1 male. These patients grew up in an over-protected 
environment, were handicapped by illness, or had, for 
other reasons, adopted the pattern of gaining their 
ends by pleading rather than by fending for themselves. 
Their development was arrested or retarded and they were 
as arule timid, anxious, and inhibited. Group (4)—gross 
psychological disorders, 3 males, 5 females. The 
disorders in this group included anxiety hysteria, con- 
version hysteria, endogenous depression, character 
disorder, and psychopathic personality. 


Inhibition of sexuality was found in most, of the 
patients; this inhibition was based on an unconscious 
fear of sexual activity in its active or passive forms, 
The patients examined in this study had arrested emo- 
tional and psychosexual development at the stage of 
puberty. Acne vulgaris clearly cannot be explained on 
psychological grounds alone, but it is suggested that the 
emotional disturbances associated with puberty are 
relevant to its common onset at this time of life, and that 
a retardation of emotional and psychosexual develop- 
ment is related to its onset or persistence beyond the 
span of life usually allotted to puberty. 

Desmond O'Neill 


1619. Carcinoma of Sweat Glands 
A. P. Stout and S. G. E. Coo ey. 
521-536, May, 1951. 23 figs., 24 refs. ‘ 


The files of the Surgical Pathology Laboratory of 
Columbia University contain records of 237 cases of 
tumour of the sweat glands, 43 of the growths being 
listed as carcinomata, the rest as cysts, adenomata, 
cystadenomata, and papillary cystadenomata. The 
present authors found clear evidence of malignancy in 
only 11 of the 43 cases of carcinoma, and these cases 
are here reported. Principal interest attaches to the 
6 tumours which metastasized. They occurred in the 
arm of a man of 59, in the axilla of a woman of 36, in 
the lower eye-lid of a woman of 44, in the axilla of a 
woman of 48, in the arm of a man of 49, and in the nipple 
of a man of 74. All these cases proved fatal. Only 
7 cases of acceptable metastasizing sweat-gland tumours 
have been reported previously. The histology in the 
present 6 cases conformed to no general pattern, but it 
is noteworthy that some mucin was produced by 4 of the 
6. The 5 remaining cases were invasive but did not 
metastasize. A twelfth tumour, resembling squamous- 
cell carcinoma but with large clear cells, is described as 
representative of a type which the authors believe to be 
of sweat-gland origin. 

In the differential diagnosis of the tumours the frequent 
presence of a red or purple colour in the skin to which 
they are attached is mentioned. No criteria appear to 
have been found upon which a sweat-gland tumour can 
be certainly labelled as malignant before actual invasion 
of surrounding tissues has occurred. 

[This is a unique collection of cases, and the first real 
addition to knowledge of sweat-gland tumours since 
Gates, Warren, and Warvi reported in 1943 (Amer. J. 
Path., 19, 591).] Bernard Lennox 


1620. Peculiar Nail Anomalies 

F. RoncHEseE. Archives of Dermatology and Syphilology 
[Arch. Derm. Syph., Chicago] 63, 565-580, May, 1951. 
8 figs., 39 refs. 


Short, grooved, ridged, and depressed abnormalities 
of nails, transverse white lines, and clubbed fingers are 
discussed. The causes of these abnormalities are 
obscure. It is doubtful if they are useful or significant 
in the diagnosis of general disease. John T. Ingram 


See also Physiology and Biochemistry, Abstract 1326. 
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1621. The Treatment of Lymphogranuloma Venereum 
with Terramycin. Report of Twenty Successfully Treated 
Cases 

L. T. WriGHT, J. C. WHITAKER, R. S. WILKINSON, and 
M. S. BEINFIELD. Antibiotics and Chemotherapy [Anti- 
biot. and Chemother.| 1, 193-197, June., 1951. 


Terramycin was given by mouth in a dose of 500 mg. 
four times daily and; later, 250 mg. four times daily to 
20 patients with lymphogranuloma venereum. Results 
were equally good with both dosages. There were 12 
acute cases with buboes or proctitis alone. These all 
healed up rapidly, but one patient with proctitis later 
complained of rectal irritation without actual signs of 
relapse. In 8 chronic cases there was improvement in 
the proctitis and in the stricture, but 3 patients relapsed 
in | to 3 weeks. Further treatment resulted in improve- 
ment. A number of patierts had diarrhoea; 1 patient 
had a macular rash after 7 days, possibly not related to 
the terramycin, and another had a black tongue and 
anal pruritis. 

[Although no claim is made that a cure has been effected 
by terramycin, it is obvious that this antibiotic is of value 
in treatment of lymphograndloma venereum.] 

G. M. Findlay 


1622. The Complement-fixation Test in the Diagnosis 
of Lymphogranuloma Venereum 

D. G. WETHERBEE, R. J. HiLFeR, B. MASPERO, and D. M. 
KUHNS. American Journal of Clinical Pathology [Amer. 
J. clin. Path.) 21, 521-529, June, 1951. 17 refs. 


Isolation of the causative virus being impracticable, 
lymphogranuloma venereum is usually diagnosed upon 
clinical evidence, supported by Frei’s skin reaction; but 
the latter is not always specific, and may remain positive 
for many years after the subject has had the disease. 
As an additional aid to diagnosis, the authors have 
investigated the complement-fixation reaction as per- 
formed by the original technique of McKee, Rake, and 
Schaffer, but modified by the use of 0-25-ml. amounts of 
serum, antigen, and saline, 0-5 ml. of complement, and 
0-5 ml. of sensitized-cell suspension containing 3 units 
of haemolysin. Incubation was carried out for 24 hours 
at 37°C. Because of the increased incubation time, the 
authors employed 2 full units in 0-5 ml., as they considered 
l full unit of complement to be 2 tubes beyond the exact 
unit. 

The patients were divided into four groups: Group 
(1)—249 adult controls with no evidence of present or 
past venereal disease gave only 2-4°% positive lympho- 
granuloma venereum complement-fixation reactions in 
any serum dilution. Group (2)—57 children, average 
age of 6 years, in whom sexual contact could be excluded, 
gave no positive reactions. Group (3)—252 syphilitic 
Patients with no evidence of lymphogranuloma venereum 


Diseases 


gave 7:°4°%% positive lymphogranuloma venereum comple- 
ment-fixation reactions with a titre greater than 1 in 20, 
but 26% gave positive reactions with a titre of at least 
1 in 5. Group (4)—27 patients suffering clinically from 
active lymphogranuloma venereum all reacted positively 
except one in whom the diagnosis was questionable. 
In all but 2 the reactions were positive with titres of | in 
40 or greater. . 
The authors reason that most positive lymphogranu- 
loma venereum reactions represent active, latent, or 
healed infection with the virus of lymphogranuloma 
venereum, but that the specificity is not absolute, as 
cross-reactions may occur when the infection is caused 
by certain other viruses, when the patient has liver disease, 
and, occasionally, in syphilis. They conclude that a 
positive reaction of ! in 40 or higher indicates infection 
with a member of the psittacosis—lymphogranuloma 
group of viruses and, when accompanied by clinical 
manifestations of acute lymphogranuloma venereum, is 
presumptive evidence of active infection with this virus. 
T. Anwyl-Davies 


1623. Dihydrostreptomycin in Gonorrhea. [In English] 
T. PUTKONEN and §S. ROUHUNKOSKI. Acta Dermato- 
Venereologica {Acta derm.-venereol., Stockh.} 31, 391-394, 
1951. 5 refs. 


1624. Treatment of Gonorrhoea with Streptomycin 
R. R. Wittcox. British Journal of Venereal Diseases 
[Brit. J. vener. Dis.] 27, 92-94, June, 1951. 13 refs. 


With the decline in the effectiveness of the sulphon- 
amides it has become necessary to find some alternative 
treatment for patients with gonorrhoea in whom there 
is a risk of masking undiagnosed syphilis. This risk 
is apparently less where small doses of streptomycin are 
given than with any of the other effective antibiotics. 

The author reports the results of his treatment, at 
King Edward VII Hospital, Windsor, and St. Mary’s 
Hospital, London, of 62 cases of gonorrhoea. All 
patients were given a single injection of streptomycin. 
Of 15 females (1 given 0-6 g. and the remainder 1-0 g.) 
14 remained under observation; in 10 treatment was 
completely successful, 3 required treatment for non- 
specific conditions, and there was | possible, but uncon- 
firmed, failure. 

The 47 males were divided into two groups: 19 were 
given doses ranging from 0-2 g. to 0-6 g., and 28 were 
given 1:0 g. Of the group receiving the lower dosage 
16 were followed up; 10 were successfully treated, 2 
required treatment for what was regarded as a con- 
comitant non-specific urethritis, 2 were classified as 
reinfections after 196 and 330 days, and there were 2 
failures. The failures were in a man whose wife was at 
the time infected but untreated and in the only patient 
with cowperitis. Of the patients receiving the higher 
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dosage 22 were followed up; 13 were cured, 4 developed 
a non-specific discharge, 3 were reinfected after 21, 33, 
and 90 days respectively, and 2 were failures. 

The author concludes that a single dose of 0-5 g. of 
streptomycin probably represents the best treatment for 
a gonococcal infection -where the risk of undiagnosed 
syphilis is above average. Benjamin Schwartz 


SYPHILIS 


1625. Penicillin Treatment of Syphilis 

A. C. Curtis, D. K. KitcHen, P. A. O'LEARY, H. 
ATTNER, C. R. REIN, A. G. SCHOCH, L. W. SHAFFER, 

and U. J. Wire. Journal of the American Medical 

Association [J. Amer. med. Ass.] 145, 1223-1226, April 21, 

1951. 


The accumulated experience of many American 
clinics in treating thousands of cases of all types of 
syphilis indicates the superiority of penicillin alone and 
shows that supplemental treatment is rarely necessary. 
The use of procaine penicillin is advised, either in oil with 
aluminium monostearate or in aqueous suspension, and 
the following schemes of treatment for the various 
stages of syphilis are recommended. 

Prophylactic treatment: 2-4 mega units of procaine 
penicillin in oil with aluminium monostearate (PAM) in 
one single injection during the incubation period. 

Primary and secondary syphilis: 2-4 mega units of 
procaine penicillin (PAM) as soon as the diagnosis is 
confirmed, followed by 4 injections each of 600,000 
units at intervals of 4 days. To the small percentage 
of patients who develop a clinical relapse a second 
complete course of treatment should be given. 

Syphilis in pregnancy: In the latter part of the first 3 
months of pregnancy 600,000 units of PAM are admin- 
istered twice weekly, or 1-2 mega units once weekly for 
4 weeks. For patients seen later in pregnancy 600,000 
units daily for 8 days is advised. Even when labour is 
imminent treatment is still advised (a single injection of 
2-4 mega units) in order to protect the foetus. Pregnant 
women who have already received adequate treatment 
before pregnancy and whose serological tests are negative 
need not be treated. 

Congeniial syphilis: The prognosis in infected infants 
treated before the age of 2 years is excellent; above the 
age of 2 years children tend to be serum-resistant. For 
congenital syphilis within the first 2 years several 
schemes are recommended, the choice being dependent 
upon the facilities available for the case: (a) 10,000 units 
of procaine penicillin (PAM or aqueous) per Ib. (22,000 
units per kg.) body weight injected daily for 10 days: 
(b) 15,000 units of PAM per Ib. (33,000 units per kg.) 
twice weekly for 4 weeks; (c) 40,000 units of PAM per 
Ib. (80,000 units per kg.) once weekly for 4 weeks. 

Late congenital syphilis: 10 injections each of 600,000 
units of PAM given once daily or twice a week for 5 
weeks are recommended. 

Cardiovascular syphilis: The value of penicillin in 
syphilitic cardiovascular disease cannot yet be fully 
assessed. In asymptomatic aortitis and in simple aortic 


regurgitation penicillin therapy appears to produce 
arrest or retardation of the process. Patients with 
cardiac decompensation should be treated with rest and 
digitalis until compensation has been restored, when 
penicillin will be tolerated. A course of once-daily 
injections each of 600,000 units of PAM for 10 days 
is advised. The same total amount may be given twice 
a week for 5 weeks. 

Neurosyphilis: Penicillin is an efficient remedy for alj 
types of neurosyphilis. A course of 6 mega units in 10 
daily injections of 600,000 units of PAM is recommended, 
Successful treatment is indicated by improvement in the 
results of the appropriate tests of the cerebrospinal fluid 
within 3 to 6 months. Lack of improvement is an 
indication for a further course of treatment. 

In tertiary mucocutaneous and osseous syphilis a 
similar course of treatment is usually effective, but in 
latent syphilis the positive blood reactions rarely improve. 
The use of arsenicals or of bismuth does not increase 
the therapeutic results of penicillin therapy and is no 
longer recommended. [The place of iodides in modern 
treatment is not mentioned.] V. E. Lloyd 


1626. Clinical Follow-up Studies on 139 Cases of 
Long-standing Paretic Neurosyphilis Treated with 
Penicillin 

A. S. Rose and L. R. CARMEN. American Journal of 
Syphilis, Gonorrhea and Venereal Diseases {Amer. J. 
Syph.] 35, 278-283, May, 1951. lref. — 


From 476 patients with neurosyphilis who had 
received penicillin treatment the authors, working at the 
Boston Psychopathic Hospital, selected for special study 
130 with paretic neurosyphilis—60 with simple dementia, 
31 with schizoid and 22 with affective personalities, and 
17 others. The patients had been in hospital for an 
average of 22 months before receiving penicillin and had 
previously been treated with arsenical drugs and bismuth. 
Follow-up examination 24 to 6 years after penicillin had 
been given alone to 26 patients and fever therapy with 
penicillin to 104 showed that 54 (42%) had returned to 
the community, 64 (49°%) remained in hospital, and 12 
(9%) had died. Of the 54 individuals returned to the 
community 25 (19-2%) had resumed work at or near the 
former level, 21 (16°6°%) were working at a lower level, 
5 were not working, and the situation was unknown in 3. 
The groups labelled as “ affective’? and “ others” 
fared best. 

It is stressed that success with penicillin in the treat- 
ment of paresis depends on early diagnosis, but even so 
a 42% recovery rate is considered good for patients who 
had been in hospital for 22 months before treatment. 

R. R. Willcox 


1627. Antibiotics in Early Syphilis and in Syphilis 
Complicated by Pregnancy 

H. M. Rostinson and H. M. Rosinson, Jr. Archives of 
Dermatology and Syphilology [Arch. Derm. Syph., 
Chicago] 63, 687-701, June, 1951. 11 refs. 


A comparative study of various antibiotics in the 
treatment of syphilis was made in the Department of 
University of Maryland School of 


Dermatology, 
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Medicine. A series of 56 dark-field-positive cases were 
treated with penicillin. One group were to be given 
35 weekly injections of 300,000 units of procaine penicil- 
lin in oil, a second to receive a similar amount in oil 
and wax, and a third to take buffered oral tablets of 
100,000 units thrice daily for 15 days. The attendances 
in all these groups were very poor and the results were 
discouraging. 

A total of 71 cases of syphilis complicated by preg- 
nancy were treated; 42 patients had a 15-day course of 
300,000 units of procaine penicillin daily with excellent 
results. Another 20 patients who received a similar 
amount in oil and wax had 3 congenital syphilitic children, 
and among 9 patients who were given the above course 
of oral tablets there were also 3 failures. The effect of 
caronamide as an absorption-delaying agent with peni- 
cillin injections and tablets was investigated and found 
wanting. 

A series of 14 cases of dark-field-positive syphilis 
were treated with chloramphenicol as in-patients. The 
optimum dosage finally arrived at was a loading dose of 
3 g. followed by 0-5 g. 4-hourly to a total of 48 g. Dark- 
field negativity was reached in 24 hours as a rule and the 
lesions healed in from 5 to 12 days. Two pregnant 
women in the series gave birth to non-syphilitic children. 

In 10 cases of early syphilis an oral course of aureo- 
mycin of | or 3 g. was given as a loading dose and 0°5 g. 
4-hourly for 15 days. In 10 further cases 100 or 200 mg. 
aureomycin hydrochloride with sodium glycinate was 
given intravenously every day for 15 days. Two patients 
on the oral course developed nausea and vomiting. 
With the oral course dark-field negativity was reached in 
18 to 72 hours and the lesions healed in from 7 to 12 days; 
the corresponding findings for the intravenous course 
were 24 to 48 hours and 14 days. There was no differ- 
ence in the 100-mg. and 200-mg. groups. Serological 
results were good, but the period of observation was less 
than 6 months. 

Five cases with dark-ground-positive lesions were 
given 3 g. of terramycin followed by 0-5 g. 4-hourly for 
15 days. Dark-ground negativity was reached in 24 
hours and the lesions healed in from 7 to 12 days. The 
follow-up is as yet incomplete. Ferdinand Hillman 


1628. The VDRL Tube Flocculation Test, A Macro- 
flocculation Test for Syphilis using Cardiolipin—lecithin— 
cholesterol Antigen 

T. M. VOGELSANG and R. HAALAND. British Journal of 
Venereal Diseases |Brit. J. vener. Dis.] 27, 52-58, June, 
1951. 1 fig., 6 refs. 


The V.D.R.L. tube flocculation test is a modification 
of the V.D.R.L. slide test devised in the Veneral Disease 
Research Laboratory of the U.S. Marine Hospital, New 
York. Using the method described by Harris ef al. 
(J. vener. Dis. Inform., 1948, 29, 72 and 313) the authors 
tested 15,416 sera at Gades Institute, Bergen, Norway. 
Results determined macroscopically by holding the tubes 
against a black background were assessed qualitatively 
as positive, weak positive, or negative, depending on the 
visibility of small or large aggregations of antigen 
particles. The sera were tested in parallel with the 


Wassermann reaction (W.R.), a complement-fixation test 
with cardiolipin—lecithin-cholesterol antigen (C.L.C.), 
and the Meinicke clarification test. Two groups were 
classified, 1,930 sera from patients with a history and/or 
clinical signs of syphilis, and 13,486 where evidence of 
syphilis was lacking. 

In the syphilitic group there was V.D.R.L. agreement 
in 76°8°% with the W.R., in 75-5% with C.L.C., and in 
78:5% with the Meinicke test. If weak-positive cases 
were included the V.D.R.L., in sensitivity and specificity, 
was approximately equal to the W.R.; it was more 
sensitive than C.L.C., and more specific than Meinicke. 

Of the 13,486 non-syphilitic sera a positive reaction 
to all 4 tests was obtained in 22 cases and there were 
conflicting results in 218, where positive results were: 
V.D.R.L., 79; W.R., 110; C.L.C., 61; and Meinicke 
test, 120. Many of these must be regarded as false 
positives, but there were fewer with the V.D.R.L. and 
C.L.C. than with the W.R. or Meinicke tests. A 
greater specificity is thus to be expected from the V.D.R.L. 
and C.L.C. tests. [A specificity due to the antigen 
used. ] 

The V.D.R.L. tube test compares favourably with 
other sero-diagnostic tests for syphilis; it is quick and 
easy to perform, the reagents are standardized, and the 
results depend only to a slight degree on the judgment 
of the investigator. Benjamin Schwartz 


1629. Aortitis in Bejel. A Preliminary Report 

F. Axrawr and G. F. Rani. British Journal of 
Venereal Diseases [Brit. J. vener. Dis.| 27, 95-96, June, 
1951. 7 refs. 


The possible occurrence of cardiovascular complica- 
tions in bejel (non-venereal syphilis) has received little 
attention in the literature, and when patients attend 
hospital for cardiovascular complaints they are usually 
referred to the medical department, where a diagnosis 
of syphilitic cardiovascular disease is made. 

In this preliminary report the authors describe 40 
cases of late and late latent bejel (17 males and 23 fe- 
males, with ages ranging between 12 to 60 years) seen 
in the Department of Venereology, Royal College of 
Medicine, Baghdad. The patients, who were subjected 


. to careful radiological study, all came from areas where 


bejel is known to be endemic, all gave strongly positive 
Kahn reactions, and most admitted to having had bejel 
in the form of mucous patches or cutaneous eruptions 
at least 10 years previously. Various tertiary mani- 
festations were present. No clinical signs of cardio- 
vascular disease were found, but localized bulgings, 
particularly of the ascending aorta, seen on fluoro- 
scopy were taken as pathognomonic of aortitis. 

In 3 cases reported (2 females aged 30 and 40, and one 
male aged 36) there was radiological evidence of enlarge- 
ment of the aorta sufficient for a diagnosis of uncompli- 
cated aortitis to be made. Border-line cases were 
omitted. 

The authors believe that bejel does cause aortic 
involvement similar to that found in syphilis and are 
investigating a larger series of cases before reporting 
further. Benjamin Schwartz 


Genito-urinary Disorders 


1630. Cerebral Circulation and Metabolism in Uremia 
A. HEYMAN, J. L. PATTERSON, and R. W. Jones. Circu- 
lation [Circulation] 3, 558-563, April, 1951. 3 figs., 
10 refs. 


In 16 patients with uraemia the cerebral blood flow 
and oxygen consumption were measured; 9 patients had 
hypertension and retinal involvement: the other 7 
are described as not having excessive vascular damage 
[yet 2 had moderate hypertension and showed some 
abnormalities of the retinal vessels]. There were 16 
control subjects. The cerebral blood flow was measured 
by the nitrous oxide technique. The cerebral oxygen 
consumption was calculated from the cerebral blood flow 
and the cerebral arterio-venous oxygen difference, 
determined manometrically. 

Only patients with uraemia associated with vascular 
disease had an abnormally low cerebral blood flow, but 
nearly all the uraemic patients had low oxygen-consump- 
tion values. The basal metabolic rate was normal. 
Patients with vascular involvement showed higher 
cerebral vascular resistance than those without. Noclear 
relation between mental state, serum levels of sodium, 
potassium, non-protein nitrogen, chloride, and carbon 
dioxide, and the findings on cerebral metabolism could 
be made out. G. Loewi 


1631. Heart Failure in Acute Nephritis 
_C. E. Davies. Quarterly Journal of Medicine (Quart. J. 
Med.) 20, 163-171, April, 1951. 3 figs., 17 refs. 


The author describes 5 cases of acute diffuse glomer- 
ular nephritis in which the signs included raised 
jugular venous pressure, some signs of pulmonary 
oedema, and, on two occasions, some enlargement of 
the liver. In all cases the right auricular pressure was 
raised, while the cardiac output was normal. The 
jugular venous pressure later fell when diuresis occurred, 
but while the blood pressure was still raised. The author 
concludes that the cardiovascular signs may be simply 
due to water retention and that the term “ heart failure ”’ 
should not be used in these cases of acute nephritis. 

[Most people would agree with these conclusions, but 
few clinicians would be able to equal the author’s skill 
in measuring the jugular venous pressure to the nearest 
0-5 cm.] G. Loewi 


1632. Nephrotic Oedema Treated with an Ion-exchange 
Resin 

W. W. Payne and R. H. WiLkinson. Lancet [Lancet] 2, 
101-104, July 21, 1951. 1 fig., 12 refs. 


The authors report on the use of a fine-mesh resin, 
** zeo-karb 225”, in the ‘“‘H”’ cycle, in the treatment 
of young children with nephrotic oedema. Resin added 
to a high-protein diet containing 8 mEq. of sodium and 
30 mEq. potassium for periods of up to 74 weeks and 
varying in dosage from 12 to 20 g. daily was well toler- 
ated and, in general, led to relief of oedema and increased 


urine output, but failed to relieve gross ascites. Mild 
compensated acidosis and low serum potassium levels 
occurred without clinical effect, and were combated with 
potassium citrate arid/or potassium chloride. Balance 
studies showed over-all negative balances for sodium 
and potassium, with a rise in faecal and a fall in urinary 
content. The cation exchange capacity was roughly 
half the theoretical value of 2-5 mEq. per 1 g. of resin. 
[This is a practical form of treatment in centres where 
biochemical control is available.] K. G. Lowe 


1633. Studies of Renal Diabetes. I. The Mechanism 
of Glycosuria. (Recherches sur le diabéte rénal. I. Le 
méchanisme de la glycosurie) 

F. Reust. Helvetica Medica Acta (Helv. med. Acta] 18, 
69-83, April, 1951. 5 figs., 19 refs. 


In 6 patients with renal glycosuria and a low minimal 
threshold for glucose, the author has plotted the glomer- 
ular filtration rate of glucose against the maximum 
capacity of tubular reabsorption. The technique used 
was that of Smith, the glomerular filtration rate of 
glucose being calculated as the product of the total 
glomerular filtration rate, measured as _ thiosulphate 


_ clearance, and the arterial plasma glucose concentration, 


and the maximum tubular reabsorption of glucose being 
the difference between this value and the actual rate of 
excretion of glucose in the urine. Of 6 patients studied, 
3 showed a low mean threshold and a low maximum rate 
of glucose reabsorption. In the other 3 these values 
were both normal. It is suggested that the kidneys of 
the second group contained tubules with different 
reabsorptive activity. Frequency curves based on this 
assumption showed two groups of nephrons, whose 
activity was respectively above and below the average. 
H. Lehmann 


1634. Chloromycetin in the Treatment of Bacillary 
Urinary Infections 

W. M. WiLson, R. W. Barnes, and R. T. BERGMAN. 
Urologic and Cutaneous Review [Urol. cutan. Rev.] 55, 
206-208, April, 1951. 


_ The authors selected 21 cases of urinary infection to 
test the effect of chloramphenicol. The cases were 
chosen according to the following criteria: (1) Gram- 
negative bacillary infection; (2) previous unsuccessful 
treatment with another chemotherapeutic agent; (3) no 
demonstrable organic lesion. 

The routine course given to the patients was: 750 mg. 
four times a day for 3 days, then 250 mg. (1 capsule) 
four times daily for 6 days. Of the 21 cases 19 cleared 
up after the first course of chloramphenicol; in 9 cases 
infection recurred after cessation of the drug: 5 of these 
patients were found to have some definite pathology 
accounting for this persistent infection. 

The findings suggest that Proteus and paracolon-bacillus 
infections are not as sensitive to chloramphenicol as are 
other Gram-negative organisms. F. B. Cockett 
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Disorders of the Locomotor and Osseous Systems 


1635. Periosteal Dysplasia (Porak and Durante’s 
Disease). (Dysplasie périostale ou maladie de Porak et 
Durante) 

R. Despre, P. Mozziconacct, R. GRUMBACH, and C. 
ATrAL. Semaine des Hopitaux de Paris (Sem. Hop. 
Paris] 27, 1345-1369, April 26, 1951. 19 figs., 44 refs. 


The authors describe 5 new cases of periosteal dys- 
plasia. The clinical features of each of the cases are 
briefly discussed and the morbid anatomy and histology 
of 2 are described in detail. A general clinical and 
radiological picture is then presented. 

There was no relevant family history. At birth the 
infant had a small body but a large head, not hydro- 
cephalic in type. The cranial vault had retained its 
cartilaginous consistency and was parchment-like on 
palpation. The face was normal except for a parrot- 
beak nose. Proximal limb segments were curved, 
thickened, and deformed. Extremities were normal in 
size and shape. The thorax was deformed and the 
sternum projected forward, while the ribs showed signs 
of old and recent fractures. The bones, though bulky, 
were pliant, the joints lax, and the muscles hypotonic. 
Radiologically, the cranial vault was not ossified. The 
shafts of the long bones were thickened, widened, and 
made bulky as a result of numerous intra-uterine frac- 
tures, but the epiphyses appeared normal. There was 
no visceral or mental abnormality, but immobility was 
striking, with inability to raise the head or move the 
limbs. New fractures appeared without apparent reason. 
The skull became flattened posteriorly and enlarged 
transversely, and the fontanelles remained large. Histo- 
logically, the periosteum was fibrous and thickened, 
while in the subperiosteal layers ossification was poor 
and disorganized. At the site of fractures the cartilage 
was thicker and more active, as though conditions for 
ossification were more favourable. In 3 cases death 
occurred in the first year, 1 patient was still under 
observation at | year, and 1 was alive, a deformed dwarf, 
at 6 years. 

The condition described, claimed by Porak and 
Durante to be a disease entity, is compared with 
achondroplasia (Lobstein’s disease). The authors con- 
clude that only genetic studies and embryological re- 
searches will decide whether the two conditions are quite 
distinct or simply variations of the same genetic fault. 

J. M. Alexander 


1636. The Neurogenic Factor in Rheumatic Inflammation 
M. Ketty. Medical Journal of Australia (Med. J. Aust.] 
1, 859-864, June 16, 1951. 11 figs., 31 refs. 


It is suggested that at the site of any referred pain the 
release of a “* pain substance” may set up all the signs 
of inflammation, with hyperaemia, exudation, joint 
effusion, and other changes, and thus provide a new 
primary site for further reflex spread. Various examples 


are given both of cases of synovitis cured by treatment 
of a remote primary focus and of production of synovitis 
by distant trauma. [Some are surprising: for example, 
an effusion in the left knee of a patient with rheumatoid 
arthritis 2 days after aspiration of the right knee is 
attributed to reflex causes. Traumatic primary, foci are 
included in this theory, but the fact that they do not 
spread is not explained. The author does not claim that 
neurogenic factors are the sole means of spread of rheu- 
matic inflammation, but his argument that they play a 
predominant part is not convincing.] H. F. Turney 


1637. The Place of Fibrositis among the Rheumatic 
Diseases. (Il problema dell fibrosite nel quadro delle 
malattie reumatiche) 

T. Lucuerint and E. Ceccut. Rendiconti Istituto 
Superiore di Sanita [R.C. Ist. sup. San.j] 14, 287-308, 
1951. 56 figs., bibliography. 


The authors have produced nodular changes in the 
soft tissues by injecting one group of guinea-pigs with 
heterologous serum (using normal horse serum) and 
injecting another group with deoxycortone acetate; 
they examined these nodules histologically. The histo- 
logical findings in the group treated with deoxycortone 
acetate consisted in alterations in the subcutaneous 
connective tissue in the form of oedema, marked con- 
gestion of blood vessels, small haemorrhagic extra- 
vasations, diffuse infiltration with eosinophilic cells of 
the type described by Selye as “ great, round cells with 
small dense nucleus in the interior of the granulomatous 
area’. There were less marked changes in the muscular 
connective tissue and in the subcutaneous periarticu- 
lar tissue—oedema, congestion, haemorrhages, and 
foci of histiocytic conglomeration in perivasal regions. 
Oedema and vasal congestion of medium intensity were 
noted in the synovial membrane as well. The muscular 
tissue showed limited areas of oedema, areas of degenera- 
tion, and fibroblastic proliferation of nodular aspect. 
All tissues were infiltrated with eosinophilic elements. 

In the guinea-pigs subjected to injections of horse 
serum most marked changes were seen in the skin, often 
of necrotic-ulcerative type (Arthus phenomenon). This 
group showed the same characteristic eosinophilic 
infiltrations. 

The histological examination of a subcutaneous nodule 
removed from a man suffering from fibrositis showed 
fibrous tissue richly vascularized and congested. The 
vasal walls were thickened and in their periphery there 
were agglomerated round cells with deeply-stained nuclei. 
The connective tissue was oedematous and was infiltrated 
with fibroblasts, a few scattered neutrophils, and 
many eosinophils. One subcutaneous nodule, removed 
from a child suffering from rheumatic carditis, showed 
connective-tissue proliferation with many fibroblasts 
and giant cells with many nuclei. There was swelling 
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418 DISORDERS OF THE LOCOMOTOR AND OSSEOUS SYSTEMS 


caused by coagulated plasma, often with fibrinoid 
necrosis. The oedema was most marked in the neigh- 
bourhood of blood vessels, which showed congestion 
and eosinophilic infiltration 

The authors stress the uniformity of the histological 
changes—vasal congestion, oedema of the collagen 
tissue, cellular infiltration chiefly with eosinophils and 
histiocytic proliferation with fibroblasts, focal distribution 
in the vicinity of the vessels, and the possibility of repro- 
duction by sensitization. 

Fibrositis is considered to be an atypical variety of 
rheumatoid arthritis and to belong to the group of 
collagen diseases. J. Mester 


1638. Pelvic and Extrapelvic Osteopathy in Rheumatoid 
Spondylitis. A Clinical and Roentgenographic Study of 
Ninety Cases 

C. M. Guest and H. G. JaAcosson. American Journal 
of Roentgenology and Radium Therapy [Amer. J. Roent- 
genol.| 65, 760-768, May, 1951. 8 figs., 11 refs. 


After reviewing the literature the authors discuss the 
results of clinical and radiological examination in 90 
cases of well-marked rheumatoid spondylitis. 

Radiological changes consisted in irregular lytic defects 
with a punched-out appearance, irregular zones of in- 
creased bone density, and “ whiskering ”’ or “* fringing ”’ 
of the periphery of the bone. Clinically, there was 
sometimes pain and frequently tenderness over the site. 
Changes in the pelvic bones occurred in 74-4°% of cases. 
The severity of the lesions corresponded to the extent of 
the spondylitis as a rule, but it was an early feature of the 
disease in a minority of cases. The commonest site was 
the ischial tuberosity, but the pubic symphyses and iliac 
crests were also often involved. Extrapelvic osteopathy 
occurred in 18 of 90 cases, the sites being the femur, 
humeral head, acromion, carpal bones, sternal notch, 
angles of the scapulae, elbow, lower ends of the tibia and 
fibula, toes, and a patella. In 22-2% of cases there was 
no demonstrable pelvic or extrapelvic osteopathy, 
despite characteristic sacro-iliac and apophysial joint 
changes. 

It is concluded that the radiological changes are 
similar to those found in rheumatoid arthritis and the 
evidence suggests inflammatory rather than adaptive 
change. Kathleen M. Lawther 


RHEUMATOID ARTHRITIS 


1639. Chemical Constituents of Skeletal Muscle from 
Normal Subjects and Patients with Rheumatic and Non- 
Rheumatic Diseases 

E. J. Bren, M. Zirr, and J. J. BUNiM. Proceedings of the 
Society for Experimental Biology and Medicine [Proc. 
Soc. exp. Biol., N. Y.] 76, 649-656, April, 1951. 2 figs., 
14 refs. 


Samples of muscle from 13 healthy adult males and 
27 patients with rheumatoid arthritis, gout, tuberculous 
spondylitis, and other diseases were analysed for total 
protein, non-protein nitrogen, collagen, myosin, adeno- 
sinetriphosphatase activity, and water, correlation being 


made with parallel histological study. Methods are 
fully detailed and results are given as mean values plus 
and minus standard deviation for each group. No fat 
extraction was carried out. 

Of the normal subjects there were some who showed 
lymphocytic infiltration histologically and a significantly 
smaller amount of myosin. The myosin fraction was 
reduced in all categories of patients except those with 
degenerative joint disease. Collagen, surprisingly, 
showed little variation from the normal range. In the 
group in which there was greater atrophy histologically 


(increase in sacrolemmal nuclei and diminution of mean — 


fibre diameter) the collagen fraction of the total protein 
was not significantly altered, although there was marked 
decrease in myosin. Adenosinetriphosphatase activity 
was decreased significantly in the group of 27 patients. 
E. G. L. Bywaters 


1640. Combined Salicylate and para-Aminobenzoic Acid 
(Pabalate) in the Treatment of Rheumatoid Arthritis 

J. L. HOLLANDER and T. N. Harris. American Journal 
of the Medical Sciences [Amer. J. med. Sci.] 221, 398-401, 
April, 1951. 16 refs. 


The salicylates have been the drugs of choice in the 
treatment of rheumatic disease for more than 75 years, 
and various combinations have been tried. The 
synergistic action of p-aminobenzoic acid (PABA) and 
sodium salicylate was discovered in 1946; the blood 
level of the latter could be increased by from 2 to 5 
times by adding an equal quantity of the former. The 
“* spreading factor ’’, hyaluronidase, is supposed to be 
inhibited by salicylates; this is important because 
hyaluronic acid is present in abundance in all body 


tissues subject to rheumatic disease, and the beneficial * 


action of salicylates is due, it has been suggested, to this 
inhibition. As free hyaluronidase cannot be demon- 
strated in the blood or synovial fluids of patients with 
rheumatic disease, the index used is the titre of anti- 
hyaluronidase in the serum. The authors chose 27 
cases of active rheumatoid arthritis for their study, 
observing the effects of salicylates alone, salicylates with 
PABA, and PABA alone. The mere raising of the 
blood salicylate level in rheumatoid arthritis does not 
appear to give greater relief from pain. The authors 
also found that the antihyaluronidase and antistrepto- 
lysin titres and the erythrocyte sedimentation rate were 
not significantly affected. Clinically, therefore, the 
addition of PABA offers little advantage in the treatment 
of rheumatoid arthritis. D. Preiskel 


1641. Experiences in the Treatment of Juvenile Rheuma- 
toid Arthritis with ACTH. [In English] 

S. VAN CREVELD, E. DINGEMANSE, L. G. Huts IN’T VELD, 
and F. Kurpers. Annales Paediatrici [Ann. paediatr., 
Basel| 172, 201-224, April, 1951. 16 figs., 26 refs. 


The authors record their experiences of the treatment 
of 3 cases of juvenile rheumatoid arthritis with ACTH. 
In all cases the clinical state was assessed and the follow- 
ing investigations were carried out: glucose tolerance 
test; serum potassium, chloride, and protein estimations; 
uric acid : creatine ratio; 17-ketosteroid excretion; ery- 
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RHEUMATOID ARTHRITIS 


throcyte sedimentation rate (E.S.R.); and antihyalu- 
ronidase [type not stated] titre. 

The first patient was a girl aged 13 with chronic 
rheumatoid arthritis. On 50 mg. ACTH per day there 
was clinical improvement. As the dose of ACTH was 
lowered the E.S.R. rose, but the clinical improvement 
persisted. When ACTH was replaced by saline 
clinical relapse occurred. An exacerbation of arthritis, 
5 months after ACTH had first been given, responded 
poorly to a fresh course of ACTH, but the authors still 
thought the patient’s condition was much improved by 
the total ACTH course. A second patient, aged 4, 
improved on 4 mg. ACTH per day, but showed only a 
subjective improvement on a daily dose of 2 mg. De- 
creased sugar tolerance and pigmentation appeared as 
side-effects with the larger [though still very small] dose. 
A third patient also showed some improvement. The 
authors add an interesting study of 17-ketosteroid 
excretion. 

{It is notoriously difficult to draw conclusions on the 
treatment of a disease like rheumatoid arthritis which is 
always liable to undergo spontaneous remissions, and 
the authors might have done well to let their judgment 
be tempered with more caution on this score. The 
statement that “one must conclude that in the patho- 
genesis of rheumatic diseases the adrenal cortex must 
play a part ” seems unwarranted.] G. Loewi 


1642. The Effects of Denervation of the Adrenal on 
Rheumatoid Arthritis. (Les effets de l’énervation sur- 
rénalienne sur le rhumatisme chronique progressif 
inflammatoire) 

J. GRABER-DUVERNAY, J. J. HERBERT, F. GERBAY, 
J. Patmtor, and F. BLANCH-TERRADAS. Journal de 
Médécine de Lyon [J. Méd. Lyon] 32, 537-543, June 5, 
1951. 49 refs. 


Five patients suffering from a severe form of rheuma- 
toid arthritis were subjected to the operation of denerva- 
tion of the adrenal glands by section of the great 
splanchnic nerve. Ordinary therapeutic measures had 
proved ineffective in these patients. All 5 were cases of 
long duration, most of the joints being affected; 2 
patients were bed-ridden and 2 could just walk with the 
aid of crutches. 

In all patients there was clear remission in most of the 
affected joints within 4 days of the operation. Within 8 
hours joint pain at rest had disappeared and sleep im- 
proved. Walking was resumed within 10 to 12 days. 
Improvement in joints with severe destructive lesions 
did not last more than 30 to 40 days; in joints without 
much bone destruction relief was more prolonged. 

In assessing the biological effects of denervation, the 
authors make allowance for the “ stress ’’ effect on the 
adrenals of the operative trauma. After operation in 
4 control cases hyperglycaemia was observed, but did 
not last more than a few hours. After the denervation 


operation hyperglycaemia persisted for some 3 days. 
An eosinopenia observed after the control operations 
was followed by rapid rise to normal before the third 
day. After the denervation operations eosinopenia 
Persisted for 30 days or more. The authors conclude 
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that denervation causes a hypersecretion of cortisone, 
perhaps due to cortical vasodilatation. 

Two patients in whom joint pains had returned after 
operation were given injections of ACTH. No beneficial 
effect was observed; in fact, the less severely affected 
joints became more painful. On the other hand, 
cortisone in unusually small doses proved effective in 
relieving pain: after 75 mg., then 50 mg. daily, to a total 
of 1-25 g., amelioration persisted for more than a month; 
then 25 mg. daily proved an effective maintenance dose. 

Kenneth Stone 


[This paper has also been published under the title 
Enervation surrénalienne et polyarthrite chronique évolutive 
in Rhumatologie, 1951, No. 3, 100, and under the title 
Les effets de l’énervation surrénalienne sur les polyarthrites 
chroniques évolutives in Revue du Rhumatisme, 1951, 18, 
310.—Editor.] 


1643. Further Investigations on Pituitary Gland Im- 
plantations in Rheumatoid Arthritis 

G. Epstr6M and S. THuUNE. Annals of the Rheumatic 
Diseases [Ann. rheum. Dis.| 10, 163-170, June, 1951. 
3 figs., 15 refs. 


In their study of pituitary-gland implantation in 
rheumatoid arthritis the authors used the anterior lobes 
of the pituitary glands of calves or pigs. The glands 
were either implanted deep in the gluteal or thigh muscles 
within 45 minutes of slaughter or frozen within 15 
minutes of removal in solid carbon dioxide for later 
use. Clinical effects occurred within 2 days in the form 
of euphoria and improvement in the condition of the 
joints. There was a marked fall in eosinophil count for 
2 to 3 days and an increase in the urinary excretion of 
17-ketosteroids and uric acid in the first 24 hours. A 
fall in erythrocyte sedimentation rate occurred later. 
Control experiments with calf brain gave negative 
results. 

Of 51 patients observed for over 9 months, 43% had 
complete relief of symptoms, 26% showed no improve- 
ment, while 14% improved but relapsed. The best 
results occurred in younger patients in whom the disease 
was of short duration. The results are regarded as due to 
a transient hormonal shock stimulating the adrenals 
rather than to a prolonged effect of the transplantation 
type. The absence of any reaction in some instances is 
attributed to inadequate dosage, as some patients sub- 
sequently reacted favourably to full doses of ACTH. 

The authors make no extravagant claims, but [rightly] 
regard their results as of scientific interest. They stress 
the importance of finding a method of prolonging the 


action of ACTH. H. F. Turney 
1644. Clinical Evaluation of Aurothioglycolanilide 


(Lauron-endo) in Rheumatoid Arthritis 

R. R. Meruiss, B. AXELROD, J. FINEBERG, and M. 
MELNIK. Annals of Internal Medicine [Ann. intern. Med.] 
35, 352-357, Aug., 1951. 4 refs. 


See also Endocrinology, Abstracts 1603-4. 
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Neurology 


1645. Congenital Universal Indifference to Pain and 
Temperature. [In English] 

D. Morrit. Confinia Neurologica [Confin. neurol., 
Basel| 11, 219-226, 1951. 25 refs. ; 


The case is described of a male arteriosclerotic dement, 
an alcoholic psychopath aged 64, who had developed 
cerebellar ataxia associated with myoclonus at the age of 
45. On examination, in addition to the cerebellar signs, 
there was complete indifference to pinprick and tempera- 
ture and, on the right side of the body, disturbance of 
touch, vibration sense, and position sense. ‘ Extinc- 
tion’ was also noted on the right side. The patient 
having stated that he had never experienced pain in his 
life, he was then subjected to a series of painful procedures, 
including lumbar encephalography, the application of 
burning matches to the skin, and nerve biopsy without 
anaesthetic. The biopsy specimens from the nerves 
appeared normal histologically. 

The author lists the cases reported in the literature 
and then discusses the problem of pain: “ There can 
be no clearly localized pain centre and sensitivity to pain 
depends upon age, sex, occupation, race, education, 
attention and distraction.” It is deduced that pain 
does not act as a danger signal, since the patient showed 
a remarkable lack of scars and burns. Quotations 
from Adrian and Leriche are adduced in support of this 
view. 


[The really interesting facts in this case seem to be the’ 


cerebellar affection associated with myoclonic move- 
ments, yet these receive scant attention. One feels that 
the reactions of a demented arteriosclerotic psychopath 
are not the best foundation upon which to build an elabor- 
ate discussion upon pain.] L. A. Liversedge 


1646. The Phenomenon of Sensory Displacement 

M. B. Benper. Archives of Neurology and Psychiatry 
[Arch. Neurol. Psychiat., Chicago] 65, 607-621, May, 
1951. 2 figs., 26 refs. 


On exposure to double simultaneous cutaneous | 


stimulation the subject may give one of three types of 
response: (1) Both stimuli are perceived and localized 
correctly: normal response. (2) One stimulus is cor- 
rectly perceived and localized, but the other is not per- 
ceived, even if it is perceptible to the patient on single 
stimulation. This type of response is referred to as the 
phenomenon of extinction. (3) One stimulus is per- 
ceived and localized correctly and the other is perceived 
but localized incorrectly. Since the direction of in- 
correct localization can be predicted, the author suggests 
the term “* displacement ”’ instead of ** mislocalization ”’. 

Patients with various diseases of the brain and the 
spinal cord were subjected to double simultaneous 
stimulation. The results were compared with those 
obtained in normal adults, normal children, and adults 
recovering from general anaesthesia. [The number of 


patients and normal controls is not stated and the 
nature of the “various diseases of brain and spinal 
cord’”’ is not specified. Reference is, however, made 
to patients with Huntington’s chorea, cerebral haemor- 
rhage, schizophrenia, and extradural neurofibroma as 
having shown characteristic phenomena of displace- 
ment.] 

Various combinations of double simultaneous stimu- 
lation of different areas of the body disclose certain 
patterns in which some parts of the body dominate 
others. It was found that when stimuli were applied 
to the hand and face, two types of response occurred: 
imperception of the hand stimulus, and _ incorrect 
localization of the hand stimulus. Thus in the face- 
hand stimulation the face was the more dominant and 
the hand the less dominant. The most frequent type 
of displacement was in the ipsilateral direction; next in 
frequency was a displacement in the contralateral 
direction, and least frequent was displacement into the 
extra-personal space, which was seen almost exclusively 
in mental patients. Ipsilateral displacement usually 
occurred towards the dominant sensory region; contra- 
lateral displacement was away from the hypoaesthetic 
side. The significance of the phenomenon of displace- 
ment is the same as that of the phenomenon of extinction. 
When a combination of stimuli is applied simultaneously, 
the sensation evoked by one stimulus may be extinguished, 
obscured, or displaced by a simultaneous stimulus, and 
the perception of these stimuli is organized in special 
patterns, these being consistent and possibly the same in 
pathological states as in normal states. 

This phenomenon was found in patients with diffuse 
and focal disease of the brain and in patients with disease 
of the spinal cord, but also in a small percentage of 
normal adults, in a high percentage of normal young 
children, and in a high percentage of normal adults 
during recovery from general anaesthesia. 

C. Schépflin 


1647. Changes in the Electroencephalogram in Tuber- 
culous Meningitis in Children before and during Treat- 
ment with Streptomycin. (Part I: Acute Tuberculous 
Meningitis). Uber Veranderungen der Hirnstromkurve 
bei Meningitis tuberculosa vor und unter Streptomycin- 
behandlung im Kindesalter. (I. Mitteilung: Akute 
Verlaufsformen) 

R. GARSCHE and G. DLUGOSCH. Zeitschrift fiir Kinder- 
heilkunde [Z. Kinderheilk.| 69, 387-411, 1951. 4 figs., 
10 refs. 


In a group of about 50 children aged 1 to 14 years 
electroencephalograms (EEG) were taken on admission 
to hospital, during streptomycin treatment, and after 
clinical cure where this occurred. None of the children 
had normal tracings on admission. In all children 
under 6 years the EEG was grossly abnormal, whereas in 
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NEUROLOGY 


older children the degree of abnormality of the EEG 
was related to the severity of the clinical symptoms of 
the illness. The patients with severe degrees of hydro- 
cephalus and those with convulsions all gave markedly 
abnormal tracings. There was no constant relationship 
between the degree of cerebrospinal-fluid change and 
the type of EEG. Disturbance of consciousness was 
the only feature of which the severity was reflected in the 
degree of EEG change in untreated cases. Under 
streptomycin treatment the tracings gradually returned 
to normal within 2 to 4 months, at about the same rate 
as the clinical symptoms. Where a chronic form of 
meningitis developed during the early months of treat- 
ment, the EEG remained abnormal and different 
types of abnormality became added. In all the children 
who were discharged as cured the EEG was completely 
normal, and has remained so since. 

The EEG changes were those of generalized toxic 
damage in the brain, due presumably to the tubercle 
bacillus. Even in the children who had convulsions 
there were no typical epileptic discharges. In the 
present state of knowledge the tracings cannot be used 
for the detection of intracranial lesions in tuberculous 
meningitis. Marianna Clark 


1648. Application of Ultrasonic Energy to the Central 
Nervous System. (Sull’ applicazione della energia ultra- 
sonora al sistema nervoso centrale) 

A. ZuBIANI. Minerva Medica [Minerva med.] 42, 431- 
436, March 17, 1951. 1 fig., 39 refs. 


The author reviews the relatively limited field of the 
application of ultrasonic radiation in medicine. He 
includes a technical outline necessary for understanding 
the peculiar properties of this form of energy. He 
draws attention to the fact that ultrasonic waves are 
propagated better in water than in air, for this is of 
practical importance in therapeutic application. In 
Milan it has been shown that “ plexiglass ”’ reflectors 
may be used to focus the beams in place of the quartz 
ones previously used, thus saving considerable ex- 
pense. 

Fairly intense radiation was given to 10 guinea-pigs; 
3 developed epileptic attacks, and this result was obtained 
in other experiments. The remaining animals showed 
varying degrees of focal and general brain damage. 
Histologically, there was vacuolation and disintegration 
of the ganglion cells and degenerative changes in the 
glial cells. According to the severity of the lesion there 
were also haemorrhage, oedema, and cavitation. Zones, 
described as focal, perifocal, and distant, could be 
distinguished. By focusing the rays on a deep tumour 
from a number of superficial points it is hoped to apply 
this destructive action therapeutically. It has also been 
used in dogs as a method of leucotomy with fair success. 

Preliminary studies have also been made of the thera- 
peutic effect of irradiating psychotic patients. In those 
with general paralysis the frontal regions were treated; 
in schizophrenics and post-encephalitics the basal ganglia 
and the brain stem were made the focus of the rays. No 
detai'ed results are given, but the author considers that 
the responses were promising. Donald McDonald 
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1649. Blood Pyruvate Estimations in the Diagnosis and 
Treatment of Polyneuritis 

C. L. Jomnrer, B. MCARDLE, and R. H. S. THOMPSON. 
Brain [Brain] 73, 431-452, Dec., 1950. 2 figs., 14 refs. 


A study has been made of the blood pyruvate level 
after a loading dose of glucose in an unselected series of 
40 cases diagnosed as of polyneuritis or myelopathy. 
These cases fall into 3 groups: (1) Those in which there 
is no defect of pyruvate metabolism; (2) those in which 
there is impairment of pyruvate metabolism which can 
be reversed by aneurin; and (3) those showing impair- 
ment of pyruvate metabolism unaffected by massive 
aneurin therapy. In the aneurin-resistant cases treat- 
ment with BAL was studied and the response to treatment 
is discussed in relation to biochemical findings. 

[Acceptance of the statement that “ polyneuritis, as 
seen in this country [Great Britain], is usually of ob- 
scure aetiology’ depends on what is understood by 
aetiology: admittedly, in some examples of clinical 
polyneuritis no single aetiological factor can be dis- 
covered, but in the large majority certain factors are 
clearly recognizable—for example, vitamin deficiency 
resulting from dietetic restriction or serious alcoholism, 
with or without achlorhydria; diphtheria; poisoning 
by such substances as gold or arsenic; polyarteritis 
nodosa; pink disease; sarcoidosis; and many others. 
In view of the wide range of differences in these con- 
ditions, both in the detailed neurological picture and in 
chronicity, it would not be surprising if associated bio- 
chemical changes also showed wide differences. Al- 
though 40 cases were studied only 7 are described, and 
in some the diagnoses suggest something of a neurological 
hotch-potch. There are several examples of subacute 
combined degeneration, myelopathy, primary sensory 
neuropathy, and polyneuritis in association with myelo- 
pathy, bronchial carcinoma, arteriosclerosis, hepato- 
megaly, and cardiac failure. The place of BAL in the 
treatment of polyneuritis certainly calls for further 
investigation. ] Hugh Garland 


1650. Studies on Headache. Mechanism of Headache 
and Observations on Other Effects Induced by Distension 
of Bladder and Rectum in Subjects with Spinal Cord 
Injuries 

G. A. SCHUMACHER and T. C. GuTuriz. Archives of 
Neurology and Psychiatry [Arch. Neurol. Psychiat., 
Chicago] 65, 568-580, May, 1951. 4 figs., 7 refs. 


Ten patients with high transverse lesions of the cord 
were studied, the aim being to confirm the occurrence 
of headache during bladder or rectal distension, to 
elucidate the mechanism of such headaches, and to 
observe other phenomena occurring as a result of 
distension—such as reflex sweating, vasoconstriction, 
diminished skin temperature, flushing of the neck and 
face, nasal congestion, hypertension, and bradycardia. 

Bladder distension, in all patients with lesions at or 
above the seventh thoracic level, resulted in sweating, 
bradycardia, pilomotor reaction, hypertension, and 
severe headache. In each patient the intensity of the 


headache varied in close relation to the changes in 
blood pressure, dependent on phases of bladder disten- 
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sion and deflation. Those patients whose lesions were 
below the eighth thoracic segment experienced no head- 
ache during bladder distension; the variations in their 
blood pressure were equivocal. The lowest lesion was 
at the seventh thoracic level amongst those patients who 
showed significant responses. Artificially raising the 
intracerebral pressure, bilateral compression of the car- 
otid artery and lowering of the reflexly induced hyper- 
tension, and administration of tetraethylammonium 
chloride completely abolished the headache while the 
bladder distension was maintained. Relief of the 
bladder distension also abolished headache. The same 
results were obtained on rectal distension. 

There was no direct correlation between bladder 
volume or bladder pressure and the resulting effects, 
although these effects were produced by bladder disten- 
sion. It is suggested that effective afferent stimuli 
depend on the degree of stretching of the wall and 
distortion of its end organs—a function not only of 
intravesical pressure, but also of the degree of relaxation 
of the bladder wall. The area of central integration 
for such reflex effects lies in the iritact segments of the 
distal stump of the spinal cord. Afferent impulses 
travel from the pelvic nerve to the spinal cord via the 
sacral roots. The lower limit of lesions of the cord 
permitting reflex vasoconstriction and hypertension 
as a result of bladder distension seems to be the seventh 
thoracic level. 

The effects of bladder distension were studied in a 
decerebrate man with a lesion of the midbrain. It 
resulted in a marked rise in blood pressure, profuse 
sweating over the head, neck, and arms, and increase 
in the pulse rate. Thus the inhibitory centre which 
prevents spinal reflexes lies above the midbrain. It is 
suggested that in view of the close correlation between 
induced hypertension and development of headache, 
together with the occurrence of superficial vasodilatation, 
the cause of the headache is the distension of the 
cranial arteries. C. Schdpflin 


BRAIN 


1651. Symptomatic Cataplexy or Chalastic Fits in 
Cortical Lesion of the Frontal Lobe 

S. ETHELBERG. Brain [Brain] 73, 499-512, Dec., 1950. 
2 figs., 28 refs. 


Two cases are described in which attacks of muscular 
limpness appeared after a frontal depressed fracture. 
In a man of 25 there was a left frontal depressed fracture 
2:5 cm. in diameter and 1-5 cm. in depth, underlying 
which was a conical depression of the cortex “‘ in the 
middle of the lateral surface of the frontal lobe”. Dur- 
ing the operation the depression gradually disappeared 
and the cortex then seemed to be normal. A few days 
after the injury, attacks of limpness occurred; these 
lasted from “‘ a few ’’ to 30 seconds and occurred 2 to 6 
times a day, only when the patient was standing or 
walking; he sagged at the knees and sometimes sank 
down. Only once was such an attack associated with 
clouding of consciousness. During these attacks the 


patient did not speak and was probably unable to do so. 
There were no known emotional or other precipitating 
factors. The attacks ceased after the operation [though 
the patient was, presumably for the first time, kept under 
the influence of phenobarbitone.] 

In a girl of 16 there was a depressed right frontal 
fracture about 2 cm. in diameter and about 2 cm. in 
depth. Underlying this lesion, which was in the same 
situation as in the first case, there was a depression 
of the cortex which gradually disappeared during the 
operation. After the injury there had been frequent 
complaints of headache and dizziness, but it was about 4 
years before attacks of limpness appeared. In these she 
sagged at the knees or sank down, but was sometimes able 
tositdown. The arms were possibly also affected, but to 
a lesser extent, and during the attacks she did not speak 
and was perhaps unable to do so, but consciousness was 
never disturbed. At first these attacks occurred once 
or twice a month, but later increased to several a day. 
Again there was no known precipitating factor. 
Throughout the last 2 years there had also been attacks of 
unconsciousness with falling and without warning, 
and attacks of general limpness with blunting of con- 
sciousness. All forms of attack ceased after the opera- 
tion [though again the patient was kept under the in- 
fluence of phenobarbitone]. 

In both patients similar fractures had occurred over 
the anterior part of the motor cortex (areas 8 and 6). 
The morbid physiology is fully discussed. The term 
** chalastic fits ’’ is preferred as a descriptive title for the 
attacks of limpness to “cataplexy”’ or “* inhibitory 
epilepsy Hugh Garland 


1652. Tracer Studies with Radioactive Phosphorus (P32) 
on the Absorption of Cerebrospinal Fluid and the Problem 
of Hydrocephalus 

J. E. Apams. Journal of Neurosurgery [J. Neurosurg.) 8, 
279-288, May, 1951. 10 figs., 14 refs. 


The author has investigated the absorption of the 
cerebrospinal fluid by injecting radio-active phosphorus 
(32P), as Na2zHPO, made isotonic with normal saline, 
into either the ventricle or cisterna magna and then 
estimating the uptake in the superior longitudinal sinus, 
He also measured the 24-hour output in the urine 
and the femoral arterial blood. 

He used first a group of dogs, then patients undergoing 
prefrontal leucotomy in whom the absorptive processes 
were presumably normal; and, thirdly, 6 infants with 
hydrocephalus—S with the communicating type and 
1 with the obstructive type. In several of the leucotomy 
cases, samples of blood were obtained simultaneously 
through 2 burr holes, anterior and posterior, over the 
sinus, and in 5 cases the anterior burr hole was placed 
just posterior to a point where one or more communi- 
cating veins from the cortex entered a Pacchionian 
granulation. These vessels were ligated during sampling 
and the effect noted. In the clinical cases the maximum 
level in the blood occurred 20 minutes after injection. 
The effect of ligation of the communicating veins was an 
immediate fall in the activity of the blood at this point, 
whereas samples from the sinus farther back followed the 
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normal curve. This, the author suggests, indicates that 
absorption takes place distal to the Pacchionian granu- 
lations. Of the 6 hydrocephalic patients, 4 showed 
marked delay in absorption, as might be expected, and 
in these cases there was also a marked reduction in the 
amount excreted in the urine. In 2 cases, however, 
normal curves were obtained, and in these 2 there was 
normal urinary excretion. 

In speculating on the significance of this unexpected 
finding, the author suggests that the hydrocephalus in 
these cases may have been due to overproduction of 
cerebrospinal fluid rather than to a block in the path- 
ways. 

[This paper certainly raises some interesting points, 
and suggests that further work on isotopes will do much 
to elucidate problems such as this.] N. S. Alcock 


1653. An Evaluation of the Technic and Results of the 


Radioactive Di-iodo-fluorescein Test for the Localization 
of Intracranial Lesions 

M. ASHKENAZY, L. Davis, and J. MARTIN. Journal 
of Neurosurgery {J. Neurosurg.] 8, 300-314, May, 1951. 
10 figs., 15 refs. 


The technic, the advantages and the limitations of 
the radioactive diiodo-fluorescein test for the localization 
of intracranial lesions have been elucidated in detail, 
in view of the relative simplicity, harmlessness, and 
accuracy of this newer diagnostic procedure. In 340 
patients suspected of having central nervous system 
tumours, there were only 17 proven inaccuracies, making 
a total accuracy of 95° for the radioactive diiodo- 
fluorescein test in the detection of intracranial lesions 
verified by surgery or corroborated by pneumography. 
The affinity of the radiodye for tumour tissue is related 
not only to the degree of cellularity of the tumour, but 
also to its vascular pattern. There is relatively little or 
diminished concentration of dye over the sites of large 
cysts. Localization proved to be much more precise 
than with electroencephalography or with pneumography, 
when verification was obtained at surgery or at autopsy. 
The negative findings also proved to be 95% accurate 
and were of equal importance in the differential diagnosis 
of space-occupying lesions from non-surgical lesions of 
the central nervous system, especially in those cases in 
which there was papjlledema or Jacksonian epilepsy. 
Special techniques of counting have been evolved so that 
the accuracy of localizing midline tumours, such as those 
of the pituitary, brainstem, or posterior fossa, is as good 
as localizing the more superficial cerebral neoplasms. 
We believe that the radioactive diiodo-fluorescein test 
is a simple, safe, painless, and reliable method for the 
localization and diagnosis of brain tumours, and one that 
should grow in value as increasingly more sensitive 
detection equipment and newer radiodyes become 
available.—[Authors’ summary.] 


1654. Infestation of the Human Brain with Coenurus 
cerebralis. A Report of Three Cases 

B. J. P. Becker and S. Jacosson. Lancet [Lancet] 2, 
198-202, Aug. 4, 1951. 8 figs., 4 refs. 


1655. Colloid Cysts of the Third Ventricle. Analysis 
of Twenty-nine Cases 
R. Ketty. Brain [Brain] 74, 23-65, 1951. 10 refs. 


This paper is based on the close analysis of 29 proved 
cases of colloid cyst of the third ventricle. The case 
histories and neurological signs are set out in full and 
analysed in detail. The author shows that these cases 
present in one of three ways: (1) as a problem of raised 
intracranial pressure without localizing signs; (2) as 
a progressive or fluctuating dementia with or without 
localizing signs or headache; (3) with severe paroxysmal 
attacks as the outstanding feature. One important 
feature is the sudden collapse of the legs without loss of 
consciousness. 


[This is an important paper.] G. F. Rowbotham 


1656. Diencephalic Epilepsy and the Diencephalic 
Syndrome 
H. MANDELBAUM, S. D. Spattr, and L. E. Frerer. 
Annals of Internal Medicine [Ann. intern. Med.] 34, 
911-920, April, 1951. 1 fig., 6 refs. 


This is a report of a case of diencephalic epilepsy follow- 
ing mumps encephalitis. The patient was a woman aged 
39 who developed intense headache 7 days after con- 
tracting mumps from her son; she also developed 
weakness and tremor. The next day she had an in- 
satiable thirst and drank quarts of water and passed 
large amounts of urine of low specific gravity. Diabetes 
insipidus and encephalitis were diagnosed. Fever 
abated after the twelfth day, but headache and weakness 
persisted for several’ weeks. Eight weeks after the 
illness she developed intense uterine colic and complained 
of pounding headaches with a sense of constriction in 
the chest. The heart became irregular from extra- 
systoles and the blood pressure ranged from 110/70 
to 170/110 mm. Hg. Abdominal colic and diarrhoea 
occurred and for several days she was acutely ill. The 
sight of food produced a “ constriction in the throat’, 
and she would utter a piercing scream and assume an 
appearance of rage. At times she became cyanosed and 
dyspnoeic. The temperature varied from 97:2° to 
100-8° F. (36:2° to 38:2°C.). In later attacks of a 
similar nature, which the authors regard as diencephalic 
status epilepticus, similar severe autonomic and vaso- 
motor disturbances occurred, including libido. Glycos- 
uria occurred on one occasion. Large doses of oestro- 
genic hormone (cestradiol) appeared to control the 
attacks, and “ trasentin ’’ and phenobarbitone were given 
for the abdominal colic. After several years the attacks 
subsided and oestrogenic hormone was discontinued. 
Extensive biochemical and radiological studies had 
revealed no abnormalities. 

The authors describe the “diencephalic syndrome”’, 
which is differentiated from diencephalic epilepsy only 
in that the symptoms are less severe. They suggest 
that it should be recognized as a specific form of “* neuro- 
genic hypertension”. They classify the symptoms in 
three groups: (1) emotional instability, with excessive 
nervous tension and fits of weeping; (2) vasomotor 
instability—lability of blood pressure, cold clammy skin, 
and blotchy cyanosis; (3) autonomic instability— 
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excessive perspiration, attacks of polyuria, low-grade 
pyrexia. 

A case of the diencephalic syndrome is described in 
which the symptoms at first suggested phaeochromo- 
cytoma owing to their association with attacks of severe 
hypertension, but detailed investigation failed to confirm 
the presence of a phaeochromocytoma. Benzodioxane 
produced a pressor response instead of a fall in blood 
pressure. Treatment with oestrogenic hormone was 
begun and appeared to control the attacks. *The patient 
has been free of major symptoms since, and the blood 
pressure has not exceeded 150/90 mm. Hg. 

The authors state that the diencephalic hypertensive 
syndrome is fairly common, whereas diencephalic 
epilepsy is rare. The benzodioxane test is said to be 
useful in distinguishing the condition from phaeochromo- 
cytoma. It is suggested that a rise in blood pressure of 
40 mm. or more in the benzodioxane test is presumptive 
evidence of the diencephalic syndrome. 

J. MacD. Holmes 


See also Genetics, Abstract 1321. 


1657. Photogenic Epilepsy. (Zur Frage der photogenen 
Epilepsie) 

M. Rémy. Monatsschrift fiir Psychiatrie und Neurologie 
[Mschr. Psychiat. Neurol.] 121, 230-239, April, 1951. 
6 figs., 5 refs. 


1658. Tigloidine as a Substitute for Atropine in the 
Treatment of Parkinsonism 

EF. M. TRAUTNER and C. H. Noack. Medical Journal of 
Australia [Med. J. Aust.) 1, 751-754, May 26, 1951. 
2 figs., 7 refs. 


In some earlier experiments dealing with the action of 
atropine and other similar alkaloids on the action poten- 
tials of the stimulated isolated muscle sartorius of the 
toad Bufo marinus, one of the authors had noted that 
tigloidine, ** the tiglic ester of pseudo-tropine ’’, produced 
a strong “ delayed recovery”’. This state was demon- 
strated by a progressive drop in action potential and an 
increase in the time of conduction of successive responses 
on stimulation at the rate of 5 to 7 stimuli per second. 
This effect was also produced by atropine, hyoscyamine, 
apo-atropine, and hyoscine. Since tigloidine has a 
very low toxicity and few of the side-effects of atropine, 
it was decided to try its effect on cases of Parkinsonism. 
The drug was given orally in 4 cases, and a detailed 
description is given of one case. Tigloidine bromide, 
0-5 mg. three times a day, was given to the patient (a 
married woman with post-encephalitic Parkinsonism), 
increasing the thrice-daily dose over a period of 3 weeks 
to 4 mg., in 6 weeks to 16 mg., and after a further 3 weeks 
to 48 mg. Tremor and rigidity were greatly improved, 
oculogyric crises were less frequent, and no untoward 
effect was observed. A later increase to 64 mg. three 
times a day produced no further improvement. 

The authors suggest that atropine and tigloidine 
produce their effects by lowering the response of muscles 
to involuntary stimulations which cause tremor and 
rigidity and that, pharmacologically speaking, this effect 


is produced by the grouping of tertiary nitrogen, two or 
three methylene groups, and an alcoholic group esterified 
with an aromatic or an unsaturated aliphatic acid 
(diagrams are given to show this). They conclude with 
regret that tigloidine is exceedingly rare, so that clinical 
application is necessarily restricted, but they derive 
satisfaction from three points of interest: (1) the muscle 
effects of the drugs are independent of mydriatic effects: 
(2) useful evidence has been obtained of the chemical 
groupings likely to be effective in Parkinsonism; and (3) 
there may be a correlation between the therapeutic effect 
and the simple physiological test on toad muscle. 
Fergus R. Ferguson 


1659. Tremor in Parkinson’s Disease and its Inhibition 
by Amy] Nitrite 
O. Garal. Archives of Neurology and Psychiatry [Arch. 
Neurol. Psychiat., Chicago] 65, 452-462, April, 1951. 
5 figs., 21 refs. 


Observations were made upon the effects of various 
vasodilator drugs on the tremor in cases of Parkinsonian 
states. The drugs used were amyl nitrite, sodium nitrite, 
glyceryl trinitrate, octyl nitrite, histamine, and nicotinic 
acid. Patients with advanced arteriosclerosis were not 
included in the series. The patient lay quietly on an 
examination couch for the purpose of the investigation. 
Most improvement in the tremor occurred after the 
administration of amyl nitrite, but appreciable lowering 
of the blood pressures usually took place, the systolic 
figures falling to the region of 50 to 60 mm. Hg. 

The pathological anatomy of Parkinsonism and some 
aspects of the pharmacology of nitrites are discussed. 

[The number of cases appears too small for deduc- 
tions to be made about the value of this form of treatment 
in a disease which has been the subject of so many 
therapeutic claims.] I. H. Milner 


1660. The Effects of Stress and the Results of Medication 
in Different Personalities with Parkinson’s Disease 

J. S. PricHArD, R. S. ScHwas, and W. A. TILLMAN. 
Psychosomatic Medicine [Psychosom. Med.] 13, 106-111, 
March-April, 1951. 3 figs., 7 refs. 


The authors divided 100 patients. with Parkinson’s 
disease into 3 groups of personality type: (A) normally 
stable, easy-going; (B) suggestible, sensitive, submissive, 
dependent; (C) hard-driving, perfectionistic, restless, 
assertive. The classification was made by clinical 
assessment, and the estimates of the patient by his 
relatives and his family doctor and by himself were taken 
into account. Of the total, 33 had psychiatric interviews 
lasting for 5 to 6 sessions of | hour each; the classification 
made by the interviewer tallied with that already made in 
82%; 48 patients were found to belong to Group (A), 
33 to Group (B), and 19 to Group (C). 

The response to medical treatment was roughly 
graded by a number of simple tests, such as drawing 
circles on paper, electromyograph recordings, and the 
reports of the patient and his relatives. Treatment 


produced improvement of some degree in 79°% of Group 
(A) and 77% of Group (B), but only 37% of Group (C). 
Each patient was questioned about the occurrence of 
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adverse circumstances during his life, and the influence of 
these on the course of his illness; his case was classified 
as “ stress positive ” if the onset of the illness was shown 
to have followed stress, or if relapses had been provoked 
by it: 12% of Group (A), 21% of Group (B), and 58% 
of Group (C) were “ stress positive ”’. 

These results are interpreted thus: an ambitious, 
perfectionistic person adapts badly to the disease and 
refuses to admit handicap; he strives to maintain his 
usual high standards, but fails, and is constantly in a 
state of tension. His response to treatment is conse- 
quently less and his reaction to outward stress greater. 
The practical value of this study is that knowledge of the 
patient’s personality type may enable the physician to 
predict the response to treatment, and to guard the patient 
against stress if he is especially vulnerable. 

Desmond O' Neill 


1661. An Assessment of Therapy in Parkinson’s Disease 
R. S. ScHwaB and J. S. PricHarD. Archives of 
Neurology and Psychiatry [Arch. Neurol. Psychiat., 
Chicago] 65, 489-501, April, 1951. 3 figs., 12 refs. 


Success in the treatment of Parkinson’s disease has 
been claimed from such diverse regimens as living 
in high mountain areas (Nolda); horseback riding 
(Charcot); and living in low mountain and wooded 
areas (Oppenheim). Many drugs and almost all the 
known hormones have been given and successes claimed 
forthem. The symptoms of paralysis agitans are subject 
to wide and often rapid variations in the same patient. 
Hence a true assessment of the value of any particular 
form of treatment is difficult to obtain. Hope engendered 
by a new treatment given by an enthusiastic physician, 
and great kindness and sympathy on the part of the 
latter, will in themselves improve the patient’s emotional 


_ State and hence reduce the tremor and rigidity. But 


to be “ ultrascientific ** and to eliminate entirely any 


personal relationship between the patient and his 


physician may make the patient feel himself to be a 
guinea-pig. This may induce in him such _ hostility 
and resentment that his Parkinsonian symptoms become 
aggravated. 

For the purpose of this investigation several clinical 
and technical observers cooperated over a period of 5 
years. The tests chosen, after several had been dis- 
carded, were as follows. (1) Dynamometric readings 
(recorded in kilogrammes). The result was found to be 
fairly constant in the same patient from month to month. 
(2) Finger-thumb proximation rate. This was carried 
out for 10 seconds at a time; the rate was 5 per second 
for the average normal and as low as 1 per second in 
severe Parkinsonian states. (3) Circle drawing. Seated 
comfortably, the patient drew 10 circles, first with the 
right hand and then with the left. The time taken was 
measured and a permanent record of the tremor thus 
obtained. (4) Chair tests. The time taken for him to 
get out of a particular chair was accurately measured. 
(5) Handwriting test. The patient wrote his name. 
(6) Gait. Measurement of time taken to walk along a 
given 10-metre course. (7) Electromyography. The de- 
gree of discharge produced when electrodes were placed 


over the flexor or extensor muscles of the forearm was 
noted. It is proportional to the degree of tremor. 
(8) Neurological assessment. This consisted of: (a) 
the clinical observer’s own assessment of the degree of 
tremor and cogwheel rigidity; (6) Wartenberg’s test 
—reduction in involuntary swing of the involved 
limbs. Lastly, both the patient and his relatives were 
asked to give their own assessment of the degree of 
improvement. 

Routine physiotherapy consisting in massage and 
passive movement produced improvement which did not 
last more than an hour after each session. On the other 
hand, 5 patients with weakness in one muscle group 
were given progressive-resistance exercises. In 3 of 
these 5 cases the muscle function improved for normal 
activities such as walking and climbing stairs. Tremor 
and rigidity were unaffected. Psychotherapy, applied to 


“30 unselected patients for a period of 2 to 3 months, 


was associated in two-thirds of them (but during this 
period only) with a subjective improvement in morale, 
mood, and general feeling of well-being. Rigidity, 
tremor and movement rates, and ability to perform tasks 
in their daily life were not improved. Operations 
on the brain were performed in_ selected cases, 
usually with unilateral involvement. One patient who 
underwent an ablation of areas 6 and 9 was considerably 
improved, but later developed Jacksonian epilepsy (which 
was controlled by large amounts of diphenyl hydantoin 
and phenobarbitone). Wyke’s operation failed in all 
9 cases in which it was performed. In 1 patient section 
of the extrapyramidal fibres of the opposite cerebral 
peduncle was followed by complete disappearance of 
the tremor, rigidity, and the intolerable pain from which 
she had suffered. Two out of 3 patients treated by 
unilateral leucotomy were relieved of pain and mental 
depression, but not of their tremor and rigidity. 

Of 17 drugs, given singly and in combination, benz- 
hexol (‘ artane ’’) was one of the easiest to administer 
and produced minimal side-effects. ‘“* Ceramiphen ” 
was found to be useful, but the patient should be 
under daily supervision, and the dose to start with 
should be very small, increasing every 1 or 2 days until 
side-effects appear, and then reducing. Its beneficial 
effects may then be dramatic. The only antihistamine 
of any value by itself was diphenhydramine. Phenind- 
amine with benzhexol was the best combination. Where- 
as diethazine was the most effective, it usually had to be 
stopped because of its side-effects. No treatment can 
be expected to produce more than a 25°% improvement, 
but even this amount is important. It may make all the 
difference between the patient having to rely on someone 
else to help him out of bed, and managing to do so him- 
self. 

[This is an invaluable paper, which merits detailed 
study in the original. The observers take into considera- 
tion not only clinical and technical tests, but also the 
assessment by the relatives and the patient himself of 
alterations in his physical and mental state and the 
effects of one upon the other. Above all, the effects of 
treatment upon the patient’s powers of continuing his 
everyday life are the subject of deep thought.] 

I. H. Milner 
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1662. Megacolon and Dilatation of the Small Bowel in 
Parkinsonism 

A. LewiTAN, L. NATHANSON, and W. R. SLADE. Gastro- 
enterology [Gastroenterology] 17, 367-374, March, 1951. 
5 figs., 11 refs. 


Dilatation of the small bowel and megacolon frequently 
occur in post-encephalitic Parkinsonism. The authors 
believe that small-bowel dilatation is entirely due to 
the effect of parasympatholytic drugs. In one of the 
cases described complete reversal of the radiological 
changes occurred on withdrawal of the drug. 

Megacolon, on the other hand, is mainly due to the 
primary disease, as it has also been described in untreated 
cases. The part played by the parasympatholytic drugs 
in this syndrome was found to be hard to assess. One 
case showed improved bowel motility when an antihist- 
aminic drug was substituted for one of the belladonna 
group, but on the whole results were inconclusive. 

R. Schneider 


1663. Diffuse Myelinated Ganglioneuroma of the Cere- 
bellar Cortex. (Ganglioneurome myélinique diffus de 
l’écorce cérébelleuse) 

T. ALAJOUANINE, I. BERTRAND, and C. SABOURAUD. 
Revue Neurologique (Rev. neurol.] 84, 3-13, Jan., 1951. 
6 figs., 6 refs. 


A young woman of 18 developed, shortly before 
marriage, severe occipital headache with vomiting, which 
cleared spontaneously. Six months later this recurred, 
with fatigue in walking and some difficulty in balance. 
She developed noises in the left ear and regurgitation of 
fluids through the nose. There was marked asthenia 
and cessation of menses. The Wassermann reaction 
(W.R.) being positive, she was treated with mercury and 
bismuth, without effect. Three years later she was 
found to have a cerebellar gait with normal muscle 
power, exaggerated reflexes with no Babinski sign, and 
normal sensation. There was bilateral defect of co- 
ordination, right sixth-nerve palsy with no other eye 
changes, vestibular nystagmus, a nasal voice, and paresis 
of the palate. The cerebrospinal fluid was normal and 
blood W.R. was negative. The condition developed 
slowly until, 5 years later, she could neither walk nor 
stand alone; she had asynergic movements of the limbs 
and marked loss of strength, with no contractures. Re- 


flexes were brisk, with clonus and a bilateral Babinski sign. ° 


All limbs showed hypermetria, dysdiadochokinesia, and 
intention tremor. The eye changes remained; there was 
slight facial weakness on the left, some difficulty in 
swallowing, and asymmetry of the tongue. The cerebro- 
spinal fluid was normal. She died suddenly of asphyxia 
before a ventriculogram could be made to confirm a 
diagnosis of neoplasm of the brain-stem. 

At necropsy there was a great enlargement of the left 
side of the cerebellum and vermis, with preservation of 
the pattern of folia. The right side was compressed, 
the brain stem was compressed and flattened, and the 


midbrain pushed over with the aqueduct 15 mm. from the | 


midline. There was ventricular distension, especially 
of the third ventricle. No malformation was found. 
The enlarged folia of the cerebellum appeared greyish, 


soft, gelatinous, and in some places necrotic. Sections 
showed a confused picture, the necrosis increasing the 
fissures so that parts which appeared superficial were 
actually thick layers of voluminous nerve cells, the deeper 
layers being molecular. The molecular layer was 
enlarged with a dense myelinated network, partly 
discontinuous, partly in compact bundles. Unmyelin- 
ated fibres were present, being connected with the 
neuroganglionic elements of the subjacent layer. In 
places there was a spongy degenerative condition with 
some concretions and pseudo-calcifications. The neuro- 
glia was not abnormal. The molecular layer rested on 
a thick bed of neuroganglionic cells, some appearing to 
resemble Purkinje «cells, others being much smaller, 
Some cell groups formed neuroblastic nodules; the 
granule cells had mostly disappeared. 

This case is similar to 6 other published cases except 
for its much longer duration. The localization and 
systematization suggest that the condition is not really 
neoplastic, but due to a tissue organogenesis possibly 
based on congenital malformation and developing in 
response to some stimulus, perhaps biochemical. 

Gwenvron M. Griffiths 


1664. Hallervorden—Spatz Disease and Dystonia 

M. G. Netsky, D. Spiro, and H. M. ZIMMERMAN. 
Journal of Neuropathology and Experimental Neurology 
[J. Neuropath. exp. Neurol.) 10, 125-141, April, 1951. 
8 figs., 13 refs. 


A patient with dystonia starting at 11 years of age 
developed weakness of limbs, ataxia, intention tremor, 
and pseudo-athetoid movements; pes cavus and kyphosis 


were present, together with loss of deep reflexes, some’ 


mental blunting, and a cardiac lesion. Twisting move- 
ments and weakness increased till death from pneumonia 
at the age of 27. 

At necropsy the skeletal muscles showed atrophy with 
fibrosis and sarcolemmal nuclear proliferation, and the 
heart diffuse interstitial fibrosis with no inflammatory 
changes. There was atheroma of the circle of Willis. 
The brain contained heavy deposits of pigment in the 
basal ganglia, especially in the pallidum and in the 
reticular portion of the substantia nigra, as well as in the 
caudate and mammillary bodies. The pigment was rich 
in iron and lipoid, with some calcium. The pallidal cells 
were much shrunken and contained lipochrome; there 
were some astrolgial and Alzheimer cells. The cortical 
cells contained lipochrome, in some cases causing 
ballooning. The cerebellum was normal, apart from 
excess of lipochrome in the cells of the dentate nucleus. 
The posterior columns were demyelinated. 

In a patient with tuberculosis who died at the age of 
53 with no neurological signs, examination of the brain 
showed pigmentation and some gliosis with a distribution 
similar to that in the previous case. The neurones, 
however, were seen to be normal and there was no 
lipochrome. 

A table of findings in recorded cases of the Haller- 
vorden-Spatz syndrome is given. The pigmentation 


is constant in its localization, but may be present without 
Gwenvron M. Griffiths 


physical signs. 
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1665. Thyroid Activity in Mental Patients. Evaluation 
by Radioactive Tracer Methods 

M. Reiss, R. E. R. Maccs, S. Smitn, 
Cc. P. HaiGH, and J. M Reiss. British Medical Journal 
[Brit. med. J.) 1, 1181-1183, May 26, 1951. 8 refs. 


Thyroid function was tested in 541 patients of a 
psychiatric clinic by the injection of 25 yc. of radio- 
active iodine and its determination in the thyroid and 
in the urine (Haigh and Reiss, Brit. J. Radiol., 1950, 
23, 534). The results are tabulated by sex and type of 
case into groups with subnormal, low normal, high nor- 
mal, and greater than normal values. [No figures for 
the distribution of these values in normal persons are 
given and many of the categories contain insufficient 
numbers: it cannot be too often stressed that 1 case out 
of 5 is exactly that and no more, and to express it as a 
percentage is misleading.] 

There was no evidence of abnormal function in men 
with depression, recent or chronic schizophrenia, and 
“ other ’’ psychiatric disturbances. The same was true 
of women except that most of those with recent schizo- 
phrenia were in the high normal or hyperthyroid 
categories. This tendency to hyperthyroidism was also 
present in women with objective anxiety, but men with 
this condition were mostly in the low normal or hypo- 
thyroid categories. Peter C. Williams 


1666. A Study on the Hyperglycaemic Factor in the 
Urine of Psychotics 
J.W. WALKER and W. Mayer-Gross. British Journal of 
Experimental Pathology [Brit. J. exp. Path.] 32, 51-57, 
April, 1951. 4 refs. 


Meduna and Vaichulis (Dis. nervy. Syst., 1948, 9, 248) 
have demonstrated that an extract of urine contains a 


factor which has the effect of raising the blood sugar ° 


level, and the activity of this factor is greater in extracts 
from the urine of schizophrenic patients than from 
that of controls. The present authors confirm the pre- 
sence of a hyperglycaemic agent in the urine of certain 
psychotics; they have separated the factor into two frac- 
tions, one consisting of the salts of uric acid, the other 
being associated with the amino-acid content of the 
extract, probably a protein, and possibly hormonal in 
character. Eliot Slater 


1667. Akinesia Algera, Dysopsia Algera, and Akathisia. 
(Akinésie algique, dysopsie algique et akatisie) , 
J. Lopez-Inor. Acta Neurologica et Psychiatrica Belgica 


[Acta neurol. psychiat. belg.| 51, 287-299, May, 1951. 


7 refs. 


In akinesia algera the slightest passive or active move- 
ment of the limbs evokes severe pain. The painfulness 
of Movement, which is not due to any disease of bones, 
joints, or muscles, may completely immobilize the patient. 


In dysopsia algera there is an extraordinary sensitivity 
of the eye to visual stimulation, and looking at brightly 
illuminated objects provokes severe ocular pain. 
Akathisia is a syndrome almost the opposite to akinesia 
algera: the patient cannot rest or remain seated for 
any length of time and is compelled to get up and walk. 

These syndromes, described many years ago by Erb, 
Moebius, Oppenheim, and others, have received insuffi- 
cient attention in more recent neuropsychiatric publica- 
tions. The author discusses critically the view that they 
are manifestations of hysteria. He presents a few of his 
own cases and attempts to find an organic lesion in 
these conditions. In one case akinesia algera foliowed 
a course of electric convulsion therapy; in another it 
was limited to the right arm and caused by a tumour 


‘localized in the temporo-occipital cortex. The relation 


of akinesia algera to apractic and agnosic disorders is 
discussed and the association of dysopsia algera with 
migraine stressed. Although the lesion cannot at present 
be attributed to any particular area of the brain, the 
cortico-thalamic connexions appear to be involved. 
Akathisia is not uncommon in Parkinson’s disease and 
post-encephalitic conditions involving the corpus stria- 
tum. J. T. Leyberg 


1668. Personality Structure in Relation to Tetraethyl- 
thiuramdisulfide (Antabuse) Therapy of Alcoholism 

P. W. Dace and F. G. EBAuGH. Journal of the American 
Medical Association [J. Amer. med. Ass.] 146, 314-319, 
May 26, 1951. 2 figs., 4 refs. 

In a year’s study of 60 cases of alcoholism treated with 
tetraethylthiuram disulphide antabuse’) adminis- 
tered in tablet form the authors observed, in addition 
to the physiological effects of the drug (severe discomfort 
on taking alcohol, lassitude, and constipation), certain 
psychological effects believed to be correlated with 
various types of underlying personality disorder. The 
medication of the patients is a symbol of illness and gives 
them an excuse for inadequacy, a reason for abstaining, 
and a protection against the reproachful or over-solicitous 
family. 

The following effects of withdrawal of alcohol during 
treatment were distinguished: (1) hypochondriasis (5 
cases), as distinct from the unpleasant consequences of 
the drug; (2) hostility (13 cases) towards doctors, 
hospital, and family, or sometimes taking the form of 
drinking “‘ through” the drug; (3) anxiety (7 cases) 
sometimes accompanying increased insight, but usually 
aconcomitant of psychotic symptoms; (4) other habitua- 
tions (3 cases); (5) ‘* crusadism ” or “* conyerting ’’ other 
addicts (9 cases); (6) no change observed (24 cases), the 
patient making any necessary adjustment unaided. 
Types of alcoholism are grouped according to the under- 
lying personality structure, as assessed from the Ror- 
schach and thematic apperception tests and from 
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clinical examination: “essential ’’ alcoholism, arising 
from oral frustrations and over-dependence on the parent 
of opposite sex; “ reactive’ alcoholism, similar to 
“essential”? but with more adequate ego-defence; 
* periodic’, analogous to the manic-depressive cycle; 
and alcoholism as a symptom of “ character neurosis ” 
and faulty ego development or as a symptom of a major 
psychosis. 

Prognosis, as measured in terms of freedom from 
relapse, is most favourable in patients with “* essential ” 
alcoholism, who also derive most benefit from psycho- 
therapy and for whom the symbolism of the drug is 
strongest. They react to withdrawal mainly by hypo- 
chondriasis, anxiety, and crusadism. Prognosis is 
poorest in the psychotic group and medium in the others, 
in this order: reactive, periodic, and character neurosis. 
. [The paper is in the nature of a preliminary report, with 
a more detailed account to follow. There is no syste- 
matic indication of the exact relationship between alcohol- 
ism and personality structure.] N. A. Standen 


1669. The Treatment of Alcohol Withdrawal Symptoms 
R. G. Bett. Canadian Medical Association Journal 
[Canad. med. Ass. J.| 64, 510-513, June, 1951. 9 refs. 


Alcoholics admitted to hospital in an intoxicated, but 
non-comatose, condition were given a slow intravenous 
injection of a mixture of 50 ml. of 50° dextrose, a solution 
of vitamin-B complex (containing a minimum of 20 mg. 
of aneurin and 200 mg. of nicotinamide), and a dose of 
insulin varying with body weight (10 units for a weight 
of 100 Ib. (45-3 kg.) or less, rising in steps of 10 units for 
every additional 30 lb. (13-6 kg.) to a maximum of 50 
units for a weight of 200 Ib. (90-7 kg.) or over) and age 
(not more than 40 units for patients over 60). The 
optimum insulin reaction aimed at was the onset of 
perspiration and sleepiness one hour after the injection. 
The reaction was terminated by dextrose administration 
after 30 to 45 minutes. Premature and excessive insulin 
reaction was regulated by giving dextrose, and delayed 
reaction by an additional booster dose of 10 to 20 units 
of insulin. 

It is claimed that this initial treatment, repeated one to 
three times.if necessary, improved the state of intoxica- 
tion, removed symptoms of delirium tremens, interrupted 
the craving for alcohol, and re-established hunger for 
food. It avoided the nursing difficulties of ** tapering- 
off ** techniques of alcohol withdrawal, made the use of 
hypnotics unnecessary, and created a good rapport for 
the subsequent rehabilitation of the patient. 

F. K. Taylor 


1670. Psychological Effects of Chronic Barbiturate 
Intoxication 

C. H. Kornetsky. Archives of Neurology and Psychiatry 
[Arch. Neurol. Psychiat., Chicago] 65, 557-567, May, 
1951. 2 figs., 15 refs. 


Changes were studied in the performance of 6 psycho- 
logical tests by subjects in whom barbiturate addiction 
had been induced. The 5 subjects were all former 
morphine addicts who had taken no morphine or other 
drugs for 3 months before this study. They were 


given sodium 5 - allyl - 5 - (1-methylbutyl) - barbiturate 
(“‘ seconal”’), pentobarbitone soluble, and amylobarbi- 
tone sodium for a period of 3 to 5 months in sufficiently 
large doses to induce a state of continuous mild to severe 
intoxication. The tests applied were the Stanford-Binet, 
Rorschach, Kohs block, Bender gestalt, digit-symbol, 
and draw-a-man tests, the first 3 having been given 
routinely, the last 3 during a specified period only. The 
period of intoxication was preceded by a preiiminary 


observation period, during which the same tests were | 


applied, as a control. 

During intoxication there was a quick decline in 
ability followed by an increase in efficiency. Great 
impairment was observed in the performance of tasks 
involving speed; less impairment in tasks involving 
copying; while those requiring production of something 
stabilized in the past experience of the subject were least 
affected. Different subjects were affected in quanti- 
tatively and qualitatively different ways by the barbitur- 
ates, and the same dose of the same barbiturate affected 
the same subject differently on different days. Reduction 
in ego control, with regression to a more primitive 
developmental level, was the most characteristic effect 
of the barbiturates on personality during the course of 
intoxication. 

During the withdrawal period 3 subjects became 
grossly psychotic. It is suggested that the development 
of major psychoses in these subjects can be explained by 
analysing their response to pre-addiction Rorschach 
tests, in which they had given a high percentage of F+ 
responses and shown lack of affect and phantasy. Of 
the other 2 subjects 1 showed a mild psychotic reaction 
and the other, who had been given amylobarbitone, 
completely escaped the development of a withdrawal 
psychosis; affective expression and phantasy permitted 
release of tension and prevented the appearance of major 
clinical signs of psychosis. The only defence mechanism 
of the first 3 subjects, under extreme conditions of stress, 
was that of repression. Repression being inadequate 
for control of stress during the withdrawal period, a 
psychotic episode resulted. After discontinuation of the 
barbiturates the performance of the subjects reverted to 
the pre-addiction level. C. Schépflin 


1671. Glucose Tolerance in Chronic Schizophrenia and 
Senile States 

W. Simon and J. T. GArvey. Archives of Neurology and 
Psychiatry [Arch. Neurol. Psychiat., Chicago] 65, 717-723, 
June, 1951. 1 fig., 20 refs. 


The authors studied 28 chronic schizophrenic and 10 
senile psychotic patients. During a fasting period the 
blood sugar level was examined by means of the Folin- 
Wu technique immediately before the injection of each 
of 2 doses of 50 g. of glucose in 250 ml. of water, given 
at an interval of 30 minutes. Examinations were also 
made 30 and 90 minutes after the second dose. Exercise, 


rest, and diet were standardized. The ages of the schizo- 
phrenic patients varied from 50 to 73 and of the senile 
patients from 64 to 86 years. 

A reduction in glucose tolerance was found in both 
series of cases. 


Mean values in the schizophrenic 
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cases at the 30-, 60-, and 120-minute examinations were 
118, 132, and 109 mg., while those in the senile cases 
were 126, 148, and 117 mg. per 100 ml. of blood re- 
spectively. In the schizophrenics the highest figure was 
205 and in the senile patients 208 mg. per 100 ml. of 
blood. As the patients had lived in hospital for many 
years and little stress was present in their lives, the 
authors conclude that the abnormal glucose tolerance 
is related to age rather than to stress, the senile patients 
showing more pronounced deviations. [The individual 
ages of the patients are not given.]_ G.de M. Rudolf 


1672. Disseminated Sclerosis and Schizophrenia. 
(Multiple Sklerose und Schizophrenie) 

W. J. Etcxe. Nervenarzt [Nervenarzt] 22, 225-228, 
June 20, 1951. 21 refs. 


Mental disorders in the course of disseminated sclerosis 
are not uncommon. Elation with euphoria, mild 
degrees of dementia, and paranoid and hallucinatory 
episodes are the most frequent. These symptoms are 
generally regarded as secondary to the brain lesions and 
they belong to the group of “* organic psychoses’. Less 
attention has been paid to the occurrence of endogenous 
psychoses in patients suffering from disseminated 
sclerosis. 

In the present paper the author describes 2 female 
patients with disseminated sclerosis who, during the 
course of their illness, developed a typical schizophrenic 
psychosis. He attempted to follow the relationship 
between these two conditions. The cases presented 
certain clinical similarities. There was a history of 
schizophrenic insanity in the family of both patients. 
The occurrence of mental symptoms was unrelated to the 
onset of disseminated sclerosis and the appearance of 
new neurological signs did not affect the mental state. 
There was, in fact, no correlation between the course of 
the two diseases, and this was in marked contrast to the 
course of ** organic psychosis *’, where dissemination of 
new plaques leads to a further deterioration of the mental 
condition. 

The double pathology of disseminated sclerosis and 
schizophrenia was also shown by the fact that in both of 
these patients convulsive fits led to a marked improve- 
ment in the psychosis but a deterioration in the physical 
condition. The first patient had an epileptiform fit 
following lumbar puncture; the second was given electric 
convulsion therapy because of persistent refusal of food. 

[This paper does not reveal: anything new, and the 
author’s observation that cerebral lesions may not affect 
the course of endogenous psychoses is well known.] 

J. T. Levberg 


1673. Effects of a Supranormal Diet of Glutamic Acid 
on the Test Performance of Paretics 

R. E. KANTor and F. E. Boyes. Science [Science] 113, 
681-682, June 15, 1951. 10 refs. 


The authors, working at the Veterans Administration 
Neuro-psychiatric Hospital, Palo Alto, California, 


criticize the experimental technique of Albert, Hoch, and 

Waelsch (J. nerv. ment. Dis., 1946, 104, 263), who con- 

cluded that secondary mental defect may be improved 
M—2F 


by the administration of glutamic acid, in that the 
experiment dealt with too small a sample (6 cases), 
the diagnosis was sometimes indefinite, and the workers 
had knowledge of which patients received glutamic acid 
and which received only a placebo. In order to obviate 
these faults the authors carried out a carefully con- 
trolled experiment on 28 patients with general paresis. 
Of these, 15 received 12 g. of glutamic acid by mouth for 
2 months, faults after 3 weeks by the administration 
of a placebo for a further 2 months; 13 patients received 
the placebo first and then the glutamic acid. Each group 
was tested by the Wechsler—Bellevue intelligence scale 
before each period of treatment and again after the 
experiment ended. 

There were no significant changes in mental capacity 
in any of the psychometric testings, and the authors 
conclude that glutamic acid did not restore mental 
capacity in their series of cases of chronic general 
paresis. Hunter Gillies 


1674. Selective Cortical Undercutting. 
Method of Fractional Lobotomy 

E. K. Witk. Surgery, Gynecology and Obstetrics |Surg. 
Gynec. Obstet.) 92, 611-614, May, 1951. 13 refs. 


The standard leucotomy operation is followed by 
definite personality changes, including loss of foresight, 
of imagination, of social sensitivity, and of ambition. 
The author describes the results of selective fractional 
leucotomy by cortical undercutting. The brain section 
is made by separating the cortex from underlying white 
matter in the area selected. Three areas of the frontal 
pole were selected: the superior frontal, including areas 
9 and 10 of Brodmann, the orbital surface of the frontal 
pole, and the medial surface of the frontal pole, including 
the anterior cingulate gyrus above and below the corpus 
callosum. These operations were carried out upon 150 
patients, and the results compared with those in 33 
control cases in which standard leucotomy had been 
performed. The mortality was 1-4%, and the incidence 
of epilepsy from one week after operation onwards 
was 6°6%. 

It is coricluded that the psychiatric results in the two 
groups were comparable, but that cortical undercutting 
affects personality far less. Orbital section affected 
personality hardly at all, superior frontal section only to 
a mild degree, and medial section to a greater degree, but - 
less than that of the standard leucotomy. Medial section 
was also accompanied by vomiting and drowsiness. It 
was considered that orbital section was the operation of 
choice for neuroses and affective psychoses of mild type, 
whereas superior frontal section would be most suitable 
for schizophrenia, severe affective psychoses, and pain 
with anxiety states. 

[While 60 cases appear to have been followed up for 
2 years, the period of survey in the others is not clearly 


Results in New 


stated.] E. B. C. Hughes 
1675. Non-convulsive Stimulation Therapy: a New 
Psychiatric Treatment 

W. L. MituGan. Lancet [Lancet] 1, 938-939, April 28, 
1951. 18 refs. 
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1676. ‘Life Situations, Emotions, and Exercise Tolerance 
C. H. Duncan, I. P. STEVENSON, and H. G. WOLFF. 
Psychosomatic Medicine [|Psychosom. Med.| 13, 36-50, 
Jan.—Feb., 1951. 10 figs., 10 refs. 


The authors set out to determine the relation between 
emotional tension, cardiac efficiency, and the occurrence 
of symptoms onexercise. Their subjects were 11 patients 
with such symptoms as palpitation, dyspnoea, . and 
dizziness, but no organic heart disease; 16 patients with 
these symptoms and organic heart disease; and 8 healthy 
controls. Each subject was given a full physical and 
psychiatric examination. Measurements of circulatory 
function were made before and after exercise. Cardiac 
output and stroke volume were estimated by the ballisto- 
cardiograph; the cardiac index was defined as the output 
in litres per minute per square metre of body surface. 

In the controls there were fewer emotional changes 
and less variation in exercise tolerance (E.T.) than in 
the patients. In all subjects, however, on the days of 
impaired E.T. there was awareness of mild psychic 
tension which prevented relaxation. On such days the 
cardiac indices at rest were higher than on the days of 
comparative relaxation; the higher output was due 
mainly to an increase in stroke volume rather than in 
heart rate. 

In the subjects who had a long-standing intolerance 
of effort it was found that the signs and symptoms 
accompanying effort varied with the degree of stress 
imposed by the circumstances of the moment. It was 
possible to show that a reduction in stress and therefore 
in emotional tension was followed by an improvement in 
circulatory function, as indicated by stroke volume and 
cardiac index. A similar close relationship between 
changes in E.T. and in the emotional state was observed 
in the patients with organic heart disease. In these the 
impairment of E.T. was made up of an organic element 
and a functional element. In a heart much damaged by 
disease mild emotional tension could cause symptoms 
on effort; anxious patients were intolerant of effort 
even if organic damage was not severe. In some of the 
patients studied over a period of time, symptoms of 
effort intolerance were shown to be due to cardiac over- 
activity related to environmental stress and not to struc- 
tural heart disease, and when emotional tension was 
relieved symptoms disappeared and cardiac efficiency 
increased. 

E.T. was tested in several subjects before and after 
rapid changes in emotional tension, which were experi- 
mentally induced. A _ reduction in tension follow- 
ing ventilation of feeling was found to be associated 
with an objective improvement in E.T.: where the inter- 
view increased anxiety and resentment, E.T. was impaired. 
In general there was a correlation between complaints of 
palpitation, dyspnoea, and dizziness and the degree of 
impairment of E.T. Symptoms occurred in some 
patients with intense bodily preoccupation during only 
mild physiological disturbances. 

An important part of the treatment of a patient with 
heart disease is limitation of physical exertion. Equal 
importance should be given to reducing the load placed 

on the heart by cardiovascular mobilization associated 


with anxiety and resentment due to life stress: the in. 
creased cardiac work which this causes may be not only 
as great as that imposed by everyday effort, but also much 
more prolonged, and indeed in some patients almost 
constant. Desmond O'Neill 


1677. Correlation of Epileptic Seizures, Electroencephalo. 
grams and Emotional State. Some Preliminary Obserya. 
tions in Several Children 

I. N. BERLIN and C. L. YEAGER. American Journal of 
Diseases of Children (Amer. J. Dis. Child.) 81, 664-670, 
May, 1951. 3 figs., 7 refs. 


See also Medicine: General, Abstract 1480, and 
Endocrinology, Abstract 1599. 


1678. Psychological Investigation of Senile Dementia 
H. DOrKEN and V. A. KRAL. Geriatrics [Geriatrics] 6, 
151-163, May-June, 1951. 1 fig., 26 refs. 


Believing that some of the organic psychoses show 
specific differences in response to the Rorschach ink- 
blot test, the authors analysed the Rorschach responses of 
35 hospital patients in whom the diagnosis was senile 
dementia. Only those patients over 65 years of age 
were selected who had no significant localized brain 
lesion and had no history of mental illness or deficiency, 
were sufficiently cooperative, and could answer correctly 
at least one item on the Wechsler—Bellevue adult in- 
telligence test. The patients were presented with all 10 
Rorschach cards and attempted all the items of the full 
intelligence test, whence an indication of their emotional 
and intellectual deterioration was obtained. The findings 
of the investigation were compared with similar work by 
Prados and Fried, Klopfer, and Piotrowski on cases of 
senile dementia, normal senescent decline, and organic 
brain damage respectively. 

On the basis of this comparison and the analysis of 
their own results the authors draw these main conclusions: 
(1) The process of deterioration bears, no necessary close 
relationship to age. (2) Reduction of capacities—such 
as an unduly long reaction time—and deterioration in 
personality structure, as exemplified by a high percentage 
of pure form and absence of colour, shading, and move- 
ment responses indicative of general inadequacy and loss 
of individuality rather than of “rigid control” of 
thought, are related to the extent of the dementia. 
(3) An “ efficiency quotient “ of 50 to 55 is apparently 
a crucial level, at which complete inability to respond 
appropriately (gross inaccuracies of form perception) 
and serious loss of contact with reality first appear. 
(4) The process of deterioration, as seen in the Rorschach 
and Wechsler results, is selective in its destruction of 
emotional and intellectual factors. (5) Certain striking 
pathological elements in the responses to the Rorschach 
cards, such as frequent “ original *’ and “* bizarre” as 
opposed to “popular” responses, perseveration, 


confabulation, and oligophrenic detail, and certain evi- 
dence of organic brain damage, indicate that the test 
may be useful in differentiating senile dementia from 
normal senescent decline, late paranoid reaction, and 
depression. 


N. A. Standen 
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Infectious Diseases 


1679. Rickettsialpox in Oubangui-Chari (French Equa- 
torial Africa). (Rickettsiose vésiculeuse en Oubangui- 
Chari (A.E.F.)) 

P. Le Gac and P. Giroup. Bulletin de la Société de 
Pathologie Exotique {Bull. Soc. Path. exot.| 44, 413-415, 
1951. 


A disease thought to be varicella has for long been 
epidemic in Oubangui-Chari, outbreaks occurring at the 
beginning of the rains. In the prison at Chari, despite 
overcrowding, typical outbreaks do not appear, but 
occasional cases occur in which there is a maculo-papular 
rash with a temperature reaching 39-9° C. In addition 
petechial patches can be seen in the skin and there are 
muscle and joint pains. Injection of blood into guinea- 
pigs gave rise to agglutinins to Rickettsia akari, the 
causal agent of rickettsialpox. Although rickettsialpox 
has hitherto been confined to New York it is suggested 
fon rather tenuous evidence] that it occurs also in 
tropical Africa and is spread by the pygmy mouse Leggada 
musculoides. G. M. Findlay 


1680. Leptospira canicola in a Girl and her Puppy 

G. CuesNEY. Monthly Bulletin of the Ministry of Health, 
etc. [Mon. Bull. Minist. Hith, Lond.| 10, 78-81, April, 
1951. 


1681. Aetiology and Pathogenesis of Erythema Nodosum 
and Erythema Induratum. (Etiologi och patogenes vid 
erythema nodosum och erythema induratum) 

S. L6rGREN. Nordisk Medicin [Nord. Med.] 46, 1069- 
1072, July 11, 1951. 2 figs. 


The aetiology of erythema nodosum is contrasted with 
that of erythema induratum. The latter condition is 
invariably associated with tuberculosis, very commonly 
in an inactive form, while the former is non-specific and 
may appear in a number of acute infectious conditions 
apart from primary tuberculosis, such as streptococcal 
infections, sarcoidosis, and lymphogranuloma venereum. 
The recent considerable reduction in the incidence of 
tuberculosis in Stockholm has been accompanied by its 
displacement as the most frequent aetiological factor 
in erythema nodosum: sarcoidosis has now become 
the condition with which it is most commonly associated. 

W. G. Harding 
1682. An Undescribed Idiopathic Fever on the Isthmus 
of Panama 
W. E. Jupson. American Journal of Tropical Medicine 
— J. trop. Med.| 31, 275-283, May, 1951. 3 figs., 
refs. 


Fevers of unknown origin, occurring particularly in 
tropical and subtropical countries, are regarded by some 
authors as representing forms of either dengue or 
phlebotomus fever. The present author investigated 250 


cases of undiagnosed tropical fever at the Gorgas Hospital 
431 


in the Canal Zone between 1943 and 1947. Although no 
specific aetiology was discovered for the syndrome, there 
was a characteristic clinical picture of fever of acute onset 
persisting for about 6 days, with symptoms of severe 
frontal headache, pains in muscles and joints, nausea, 
and vomiting, followed by a prolonged period of con- 
valescence. Specific therapeutic agents, such as sulphon- 
amides, penicillin, and quinine, were given to some 
patients without effect. The fever was thought not to 
be due to any of the commonly known pathogenic 
bacteria or parasites occurring in the tropics. 
R. Wien 


1683. Clinical Investigations on the Treatment of Urinary 
Bilharziasis 

J. M. Watson, G. PRINGLE, and A. KERI™M JAMIL. 
Journal of Tropical Medicine and Hygiene [J. trop. Med. 
Hyg.) 54, 137-143, July, 1951. 1 fig., 18 refs. 


After reviewing the literature on the treatment of 
schistosomiasis with ** miracil D ’’, the authors describe 
the results in 25 prisoners in Baghdad jail found to 
be infected with Schistosoma haematobium. Treatment 
consisted of doses of 10 mg. per kg. twice daily of 
enteric-coated miracil-D tablets orally for 5 days. The 
urine was examined for ova during treatment, and there- 
after weekly for a further 2 months. All 25 showed 
clinical improvement and a marked reduction in the out- 
put of ova, 19 patients were regarded as being definitely 
cured, 5 of the remaining 6 patients were free from ova 
between the 36th and 57th days after cessation of treat- 
ment, and only 1 patient continued to pass viable ova. 
The cure rate was therefore 96°%. Side-effects such as 
anorexia, colic, nausea, vomiting, and giddiness were 
common and, in the opinion of the authors, are likely to 
prevent the drug from achieving popularity with the 
public. Despite its efficacy, therefore, it is at present 
unsuitable for mass administration. J. L. Markson 


VIRUS INFECTIONS 


1684. Kaposi’s Varicelliform Eruption: Record of an 
Outbreak 

J. SOMMERVILLE, W. Napier, and A. Dick. British 
Journal of Dermatology |Brit. J. Derm.| 63, 203-214, 
June, 1951. 11 figs., 11 refs. 


The authors describe a group of cases of Kaposi's 
varicelliform eruption which appeared at the time of a 
vaccination campaign occasioned by an outbreak of 
smallpox in Glasgow. 

Of the 10 patients observed, 4 were unrelated, 2 were 
members of the same household, and 4 were infected 
while in hospital for treatment of a pre-existing skin 
condition. All had suffered from previous skin damage, 
and all but 1 were unvaccinated but had had contact 
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with recently vaccinated persons, the exception having 
been vaccinated about a week before his illness. Vaccinia 
virus was recovered in 4 cases. A full clinical description 
of each case is given, together with detailed records of 
the pathological investigations; there are some coloured 
photographs and the necropsy findings in the 1 fatal case 
are fully set out. 

This condition is recognized to be a virus infection 
acting on areas of skin traumatized or sensitized by 
eczema, and it is believed that damage to the prickle-cell 
layer of the skin is a necessary precursor of infection. 
As regards the infecting viruses, the 2 incriminated by 
previous writers have been those of herpes simplex and 
vaccinia. In the present series vaccinia was the obvious 
causal agent. The authors consider that the virus is 
directly inoculated into the sites affected and not 
“excreted ’’ into the traumatized areas from a general 
blood infection. In support of this view they state that 
in one of their cases definite spread of the eruption was 
noted, suggesting a close parallel with the spread of 
erysipelas. Other factors pointing to an initial local 
infection are: (1) the proof of actual contact and 
inoculation; (2) the fact that not all the eczematous 
areas were affected in each case, as would be expected 
in a blood-borne infection; (3) in several cases tender 
lymph nodes were present at the sites draining the in- 
fected areas, indicating that the infection was travelling 
inwards and not outwards. 

The differential diagnosis is discussed, particularly 
with reference to smallpox, and the use of modern 
laboratory tests is suggested where any doubt exists. 
The cases in this series presented all degrees of severity 
(one was complicated by dermatitis gangrenosa infantum), 
and although penicillin, with or without sulphonamides, 
had no effect in the severe cases, in 2 of them the use of 
aureomycin appeared to coincide with a significant fall 
in temperature and with striking improvement; its 
further trial in cases of this disease is suggested. 

In conclusion, the authors state that the disease is 
highly infectious towards susceptible persons and stress 
the need for keeping unvaccinated sufferers from eczema 
from coming into contact with vaccinia either in a child 
or adult. J. V. Armstrong 


1685. Clinical and Laboratory Observations in a Small- 
pox Outbreak 
T. ANDERSON, M. A. Fouxis, N. R. Grist, and J. B. 
LANDSMAN. Lancet [Lancet] 1, 1248-1252, June 9, 1951. 
2 figs., 10 refs. 


The authors present some interesting clinical and 
bacteriological features of the outbreak of smallpox in 
Glasgow in March, 1950. Seventeen persons contracted 
smallpox by contact with a lascar admitted to hospital 
with lobar pneumonia who developed what was then 
thought to be chickenpox. Contacts were infected 
during the pre-eruptive and post-eruptive phases of the 
lascar’s illness. The high infectivity of this case in 
contrast to a case of haemorrhagic smallpox is attributed 
to the involvement of the lungs in the former, with 
opportunity for droplet infection. The incubation 
period to the appearance of the rash ranged from 11 to 


17 days; the pre-eruptive period lasted 1 to 4 days, 
Two patients had no prodromal symptoms. 

The outstanding value to the smallpox patient of 
previous successful vaccination is illustrated, though 
most of the vaccinated persons had a prodromal illness 
as severe as that in the unprotected cases. In the 5 
adult patients in whom there was no evidence of successful 
vaccination the smallpox proved fatal. In all these cases 
expectoration was very difficult owing to the tenacity of 
the sputum; 2 had haemorrhagic smallpox and 3 con- 
fluent smallpox, accompanied in one by surgical emphy- 
sema. All deaths were caused by acute cardiac failure 
due to myocardial involvement. Because of the general 
occurrence of cardiac damage in severe cases, supportive 
measures, such as early blood transfusion and in some 
cases administration of deoxycortone and vitamin K, 
are advocated. 

The antibiotics used in treatment (penicillin, aureo- 
mycin, chloramphenicol) exerted no effect on the 
expected mortality. Nevertheless secondary bacterial 
invasion of the skin lesions was minimized so that no 
pustular stage and no classical secondary fever was 
seen. Sensitivity tests suggested that the potential patho- 
genic organisms isolated from the patients and their 
environment were sensitive to the antibiotics used. 

Laboratory confirmation of the diagnosis of smallpox 
was obtained in 13 cases. In 16 samples of floor-dust 
and one of the hair of a patient no virus could be re- 
covered by egg culture. Margaretha Adams 


1686. Coxsackie Virus, Epidemic Myalgia (Bornholm 
Disease), and Intercostal Neuralgia. (Virus de Cox- 
sackie. Myalgie épidémique, ou maladie de Bornholm, 
et névralgie intercostale) 
L. Ronse. Presse Médicale [Pr. méd.] 59, 996-999, 
July 11, 1951. 12 refs. 


The author reviews the history of the isolation of the 
Coxsackie viruses and their association with the virus 
of acute poliomyelitis. The evidence put forward by 
various workers in favour of the theory that epidemic 
myalgia is caused by one of these viruses is considered. 
In particular he reviews in some detail the work of 
Findlay in Great Britain on the detection of complement- 
fixing antibodies developing in accidental and experi- 
mental infections with Coxsackie virus No. 2 which 
caused symptoms suggestive of epidemic myalgia. The 
technique of the complement-fixation reaction is de- 
scribed. 

The author has studied in great detail an outbreak of 
epidemic myalgia at Ypres, and has had the sera of 24 
patients examined by Findlay for complement-fixing 
antibodies. It was found that the patients with acute 
symptoms gave a positive reaction, whereas the sera from 
patients with a milder form of the disease were negative. 
In the discussion he describes the various forms which 
the disease may take and lists the frequency of various 


symptoms in 81 cases. He finds that the cases tend to — 


fall into two groups—those with the features of epidemic 
myalgia and those more suggestive of intercostal 
neuralgia. Some patients showed signs of meningeal 
involvement, such as a positive Kernig sign or increased 
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reflexes. He points out that the disease may simulate 
other conditions, such as perforated ulcer, peritonitis, 
or even a myocardial infarct, but he considers diaphrag- 
matic spasm an important sign. The pain is also usually 
made worse by breathing, laughing, and movements of 
the trunk. Muscle rigidity is segmental in distribution. 
The only pleural complications he has seen have been in 
old cases of tuberculosis. 

With regard to treatment, antibiotics had no effect, but 
sulphanilamide appeared to be of some value, with bar- 
biturates and bromides in severe cases. 

R. F. Jennison 


1687. Lymphocytic Choriomeningitis: Associated Human 
and Mouse Infections 

EF. H. R. SMITHARD and A. D. Macrae. British Medical 
Journal [Brit. med. J.] 1, 1298-1300, June 9, 1951. 1 fig., 
8 refs. 


Two cases of lymphocytic choriomeningitis occurred 
nearly 16 months apart in Lewisham in houses in the 
same road separated by only a few yards. Virus was 
isolated from one case, and a rise in complement-fixing 
antibody titre established the diagnosis in the second. 
No virus was isolated from a mouse caught in the house 
of the first patient 2 months after his infection, but 
virus was isolated from 3 mice from the house of the 
second. Traps were set in 34 of the 73 houses in the 
immediate neighbourhood, and of 10 mice caught in 
this way virus was isolated from 3. Sera from 3 in- 
habitants of one house in which an infected mouse had 
been caught were examined for antibodies, but with 
negative results. No other cases in the same borough 
were brought to light even by circularizing the doctors. 
Of 8 neighbouring districts, 7 had no record of cases, 
but one had a case in a house 34 miles from the two 
described above and at the same time as the second case 
occurred. In this instance lymphocytic-choriomeningitis 
virus was isolated from 2 mice trapped in the flat below. 

R. Hare 


1688. Homologous Serum Hepatitis and Measles 
Prophylaxis. A Report to the Medical Research Council 
W. C. Cocksurn, J. A. HARRINGTON, R. A. ZEITLIN, 
D. Morris, and F. E. Camps. British Medical Journal 
[Brit. med. J.] 2, 6-12, July 7, 1951. 23 refs. 


Homologous serum hepatitis is rare in children, and 
case fatality rate varies with different batches of ictero- 
genic material. During an investigation in 1949 into the 
value of the gamma-globulin fraction of human plasma 
in the prevention .and attenuation of measles in suscep- 
tible contacts, a group of 10 children were given varying 
doses of a batch (LP 309) of dried plasma, reconstituted 
in a small volume of fluid, instead of the gamma globulin 
itself. Subsequently 7 developed homologous serum 
disease, of whom 3 died. Encephalopathic symptoms 
were present in some cases, and in one without clinical 
jaundice. 

The plasma pool LP 309 came from 60 donors, of 
whom 6 had a history of jaundice 5 to 40 years previously ; 
the remaining 54 had no such past or subsequent history. 
Such information as was derived about their other 


donations of blood did not show any of the 6 to be 
carriers of the virus. Part of this plasma pool had been 
processed for gamma globulin and nominated LG 309. 
It was possible to trace 43 known and 29 possible 
recipients of LG 309. One of the known recipients 
developed mild jaundice, but none of the others was 
affected. J. F. Loutit 


1689. Herpetic Encephalitis of the Newborn. (Encépha- 
lite herpétique du nouveau-né) 

E. Witpt. Revue Neurologique (Rey. neurol.] 84, 201- 
229, Magch, 1951. 17 figs., 32 refs. 


The author states that this is only the fifth case of 
herpetic encephalitis to be published in which the diag- 
nosis was confirmed by histopathological studies, 
animal inoculation, and culture of the virus. The clinical 
diagnosis was made in the unusual circumstances of the 
infection of a newborn infant during delivery from 
vulval herpes simplex infection in the mother. The 
other 4 confirmed cases are briefly reviewed, together with 
some reports in which complete data are lacking. 

In the author’s case the mother developed herpes 
simplex of the vulva during the fifth month of pregnancy 
and at the time of delivery there was a recurrence of 
vulval herpetic vesicles. Six days after birth the infant 
developed herpetic vesicles on the scalp, and during 
the next few days a generalized herpetic eruption of the 
skin, with lesions on the soft palate and conjunctivae. 
Eleven days after delivery signs of meningoencephalitis 
appeared, with convulsions, and the child died 14 days 
after birth. Two specimens of cerebrospinal fluid were 
obtained. The first, obtained 4 days before death, was 
under a pressure of 70 mm. H>2O, faintly yellow, and 
contained 185 cells per ¢.mm., mainly mononuclears. 
The protein content was 150 mg. per 100 ml. A second 
lumbar puncture the day before death showed a pressure 
of 120 mm. H20 and a faintly haemorrhagic fluid with 
82 leucocytes per c.mm.; protein content was 100 mg. 
per 100 ml., and chloride content 680 mg. per 100 ml. 

Herpetic keratitis was produced in a rabbit and a 
guinea-pig by conjunctival inoculation of fluid from a 
vesicle, but no encephalitic symptoms were produced. 
The chorio-allantoic membranes of chicken embryos were 
inoculated with the vesicular fluid, but with the fluid 
alone no lesions were produced. When a piece of foetal 
human brain was grafted on to the chorio-allantoic 
membrane, abundant intranuclear inclusion bodies were 
produced in this piece of brain and in the neighbouring 
membrane. 

The histopathological study of the brain is reported in 
great detail. The most intense changes were found in 
theuncal and hippocampal regions of both sides, and these 
were visible macroscopically. The microscopic changes 
were of two types, first a non-specific inflammatory 
reaction throughout the brain, without inclusion bodies, 
consisting of scattered nodules of tigrolytic ganglion 
cells surrounded by active microglial proliferation, 
perivascular cuffing, and localized meningeal reaction. 
The other, more specific, lesions with eosinophil intra- 
nuclear inclusions in the ganglion cells were extremely 
intense in the rhinencephalon. J. MacD. Holmes 
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INFECTIOUS DISEASES 


POLIOMYELITIS 


1690. Use of the Rocking Bed to Augment Ventilation 
in Patients with Poliomyelitis 

Cc. W. Dait, E. Austin, O. L. HUDDLESTON, and A. G. 
Bower. California Medicine [Calif. Med.| 75, 15-25, 
July, 1951. 9 refs. 


The authors investigated the value of the rocking bed 
as an accessory to, or substitute for, the respirator in the 
alleviation of respiratory weakness in poliomyelitis. 
Various types of bed are described and the best use of 
them is discussed. It was found that the tidal-air volume 
was considerably less when the patient was on the rocking 
bed than when in the respirator, so that the margin of 
safety is very much smaller. Clinical observations were 
made on 51 patients who were placed on the bed, 23 of 
them early in the course of the disease and 28 three or 
more months after onset. It is concluded that the rocking 
bed is contraindicated for febrile patients, for those in 
whom the disease is progressing, and for those with 
pulmonary or urinary infections. Since there is a ten- 
dency towards accumulation of mucus in the trachea, 
the bed must be used with caution in patients who have 
not been subjected to tracheotomy, owing to the danger 
of atelectasis. 

The most suitable patient for this apparatus is one who 
is able to dispense with the respirator for at least 3 periods 

_of an hour in every 24 hours. A careful watch has to be 
kept on patients who can sleep on the bed [a difficult 
procedure, one gathers]. The rocking bed is not feasible 
for patients with no vital capacity, and those depending 
on accessory muscles of respiration must be carefully 
watched. 

{This paper offers littke encouragement to advocates 
of the rocking bed in poliomyelitis.] Joseph Ellison 


1691. Observations on Acute Poliomyelitis with Respira- 
tory Insufficiency 

F. Ptum and H. G. Worrr. Journal of the American 
Medical Association [J. Amer. med. Ass.| 146, 442-446, 
June 2, 1951. 2 figs., 19 refs. 


The authors studied 17 adult patients with polio- 
myelitis needing artificial respiration at the New York 
Hospital in 1949. Of these, 8 died either because of 
circulatory collapse, apparently the result of involvement 
of medullary centres, or because of the effects of hypoxia 
and hypercapnia accompanying respiratory failure. 
Assessment of respiratory sufficiency was made: (1) by 
studies with the oximeter, measuring the oxyhaemoglobin 
content, controlled by direct arterial blood gas analysis; 
(2) by frequent determinations of venous plasma carbon 
dioxide combining power and by estimations of arterial 
carbon dioxide content: (3) by analysis of alveolar air 
samples; and (4) by measurements of vital capacity with 
aspirometer. All these estimations were indicated in 
adults when the vital capacity fell below 1,200 ml. 
Provided that obstruction was relieved by suction or 
tracheotomy, it was found that if the venous plasma car- 
bon dioxide combining power rose above 60 volumes °%, 
or the arterial oxyhaemoglobin content fell below 94 %, 
the respirator was necessary to restore physiological 


respiratory gas exchange. Cyanosis could not be 
relied upon as a sign of respiratory insufficiency until 
arterial oxygen saturation fell to about 80%. 

In 4 cases oxyhaemoglobin saturation of over 95% 
was attained by giving oxygen intranasally, but without 
diminishing the high level of carbon dioxide in the 
blood (hypercapnia). This was due to the diminished 
pulmonary ventilation associated with the respiratory 
paralysis. In such cases there is failure to wash out 
the carbon dioxide from the blood. The kidney then 
conserves base, making the urine acid and raising the 
carbon dioxide combining power of the blood. In spite 
of a high figure for the latter, there is at first blood 
acidosis owing to the high proportion of free carbonic 
acid in the blood and this may be associated with hyper- 
tension, stupor, and coma. Carbon dioxide retention, 
which is in this respect the most serious effect of dimin- 
ished ventilation, is thus demonstrated in two simple 
ways: rising venous plasma carbon dioxide combining 
power, and acid urine. The tank respirator was the only 
type which achieved physiologically effective ventilation 
in patients with severely paralysed breathing mechanisms. 
The cuirass respirator (Monaghan type) failed to achieve 
this. Even with negative pressures up to 20 mm. Hg, 
tidal volumes of only 230 to 410 ml. were found, and 
severe anterior pulmonary emphysema was produced. 


The rapid rocking-bed type of respirator was useful . 


only for a few hours at a time to supplement respiratory 
efforts in patients well enough to be out of the tank 
respirator for short or long periods. 

[This paper deals clearly with the biochemical aspects 
of respiratory insufficiency in poliomyelitis, and the dis- 


cussion following its presentation is also enlightening.] 
H. Stanley Banks 


1692. Cardiovascular Manifestations in Acute Polio- 
myelitis 


L. WEINSTEIN and A. SHELOKOV. New England Journal 


of Medicine [New Engl. J. 244, 281-285, Feb. 


1951. 20 refs. 


Abnormalities of the electrocardiogram are frequently 
found in the acute stage of poliomyelitis and appear to 
be associated with the severity of the infection and not 
with the age of the patient. Hyperiension is also com- 
mon in the acute stage. Acute pulmonary oedema is 
common in fatal cases of bulbar poliomyelitis, and 
intravenous fluids are probably best avoided. Myo- 
carditis is described and in its severe form may result 
from invasion of the myocardium by virus. Sterile 
endocarditis may also occur. | 

[It is stated that “the data relative to the degree 
of hypertension and associated clinical phenomena are 
presented in Table 1”, but in fact Table 1 refers to 
electrocardiographic changes only. A rise of systolic 
blood pressure of 20 to 40 mm. Hg is called “* mild”, 
of 40 to 50 mm. Hg “ moderate ’’, and of more than 50 
mm. “* severe ’’, but no actual figures are mentioned and 
the importance of some of the “ rises” in a conscious 
and anxious patient might be questioned. Cardiac 
histology in fatal examples of poliomyelitis requires much 
more investigation. ] Hugh Garland 
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1693. Tonsillectomy and Poliomyelitis. 
Incidence in 1949 

M. SieEGEL, M. GREENBERG, and M. C. MAGEE. Journal 
of Pediatrics (J. Pediat.] 38, 537-547, May, 1951. 6 figs., 
20 refs. 


Advantage was taken of the 1949 epidemic of polio- 
myelitis in New York to investigate the relationship 
between this disease and tonsillectomy: 2,446 cases with 
179 deaths occurred in a population of approximately 
8,000,000. By applying the age-specific morbidity ex- 
perience of the general population it was possible to 
compare the morbidity experience of the tonsillectomized 
with that of the non-tonsillectomized group. In spite 
of the small number of tonsillectomized patients who 
subsequently contracted the disease, the conclusion 
appeared justifiable that tonsillectomy predisposes to the 
development of clinical symptoms of poliomyelitis. For 
cases occurring within one month of operation this risk 
appeared several times greater for the tonsillectomized 
than for others of comparable age. 


I. Studies on 


W. G. Harding 


1694. Tonsillectomy and Poliomyelitis. II. Frequency 
of Bulbar Paralysis, 1944-1949 

M. SIEGEL, M. GREENBERG, and M. C. MAGEE. Journal 
of Pediatrics [J. Pediat.) 38, 548-558, May, 1951. 
1 fig., 24 refs. 


In this paper the clinical types of poliomyelitis en- 
countered in post-tonsillectomy cases are investigated. 
The expected incidence of bulbar paralysis is estimated 
from the experience of over 6,500 cases of poliomyelitis 
which occurred in New York City between 1944 and 1949, 
and a comparison is also made between tonsillectomized 
cases and others individually ‘* paired ’’ with them in 
respect of age, sex, date of onset, and residential area. 
Both methods show a significant preponderance of 
bulbar paralysis in the post-tonsillectomy group, with 
a maximum incidence within the first 3 weeks after opera- 
tion. This persisted for 6 months after operation, but 
was not statistically significant after the first month. 
The case fatality was also higher in the post-tonsillec- 
tomy group. W. G. Harding 


See also Pathology, Abstract 1438. 
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1695. Primary Cutaneous Diphtheria in Children. (A 
propos de quelques formes de la diphtérie cutanée 
primitive. Impétigo, intertrigo, éruption varicelliforme 
diphtérique chez l’enfant) 

P. Le CouLant and —. SourReEIL. Annales de Derma- 
tologie et de Syphiligraphie [Ann. Derm. Syph., Paris] 78, 
300-314, May-June, 1951. 11 figs. 


Descriptions are given of 5 cases of primary cutaneous 
diphtheria of the following clinical types; retro-auricular 
intertrigo (1), impetigo (1), crusted and haemorrhagic 
ulcers (1), and varicelliform eruption (2). The following 
features seem to be of diagnostic value: haemorrhagic 
varicelliform pustules, the erosive nature of lesions, the 


‘within 2 months of inoculation. 


rugged appearance of the crusts, greyish sero-fibrinous 
plaques, oedema, and the general toxic appearance of. 
the child. These signs alone are enough to warrant 
administration of antitoxin without waiting for the 
results of bacteriological tests, which are not infallible. 
James Marshall 


1696. The Prevention of Whooping-cough by Vaccination 
WHOOPING-COUGH IMMUNIZATION COMMITTEE OF THE 
M.R.C. British Medical Journal [Brit. med. J.] 1, 1463- 
1471, June 30, 1951. 1 fig., 31 refs. 


This paper describes the trial of pertussis immunization 
carried out by a committee of the Medical Research 
Council. Children between 6 and 18 months whose 
parents agreed to inoculation were allocated by random 
selection to a “ vaccinated’’ and an “ unvaccinated ” 
group. The former received injection of pertussis 
vaccine; the latter received injections of an “ anti- 
catarrhal ’’ vaccine specially prepared and bottled so as 
to resemble the pertussis vaccine. Five different 
pertussis vaccines were used; three were plain suspen- 
sions and 2 were alum-precipitated. Ten trials were 
conducted in 5 separate districts in England. 

The vaccinated group contained 4,515 children and the 
unvaccinated 4,412; of these, 3,801 and 3,757 re- 
spectively completed the prescribed course. Contact 
with some of the children was lost (mainly through 
removal) so that at the end of the investigation the totals 
(in the same order) were 3,358 and 3,352. The trials 
were begun in 1946 and completed in 1950. The period 
of observation in each group was, on the average, 27 
months. A composite chart is given which shows that 
the period of observation in each area of study covered 
periods of increased incidence of pertussis. 

Details are given of a large number of attributes of 
the two groups, and these all serve to show that there 
was a close similarity between them. So far as reactions 
to the vaccination were concerned, there was little to 
comment upon in regard to the plain vaccines; 6 children 
given alum-precipitated material developed sterile 
abscesses. In particular, it is perhaps valuable to state 
that there were no convulsions or evidence of ence- 
phalopathy and that no child developed poliomyelitis 
{In the latter case, the 
risk of a child developing the disease was probably 
remote.] 

The attack rates per 1,000 child-months were 1-45 
in the vaccinated and 6-72 in the unvaccinated, a ratio 
of 1 to 4-6. In both groups the attack rate in females 
was higher than that in males. Two forms of exposure 
were analysed—** home ’’ and “ other”’’. In the former 
group the attack rates were 18-2°% (vaccinated) and 87-3% 
(unvaccinated). In the latter group the respective 
figures were 8-3°% and 38-0%. It is of interest that 
the ratios of the incidences in home, other, and “ un- 
known ”’ exposures were very similar—namely, 1 to 4-8, 
1 to 4-6, and 1 to 5-0. 

When the severity of the attacks in each group was 
analysed, it was found that 73% in the vaccinated 
group were mild; the corresponding figure in the un- 
vaccinated was 24%. So far as duration of immunity 


could be estimated, it seemed that there was no falling 
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off in the protection afforded. Post-nasal swabs were 
taken in 96°%% of the clinically diagnosed cases. From 
60% of them Haemophilus pertussis was isolated, 
Haemophilus parapertussis was isolated from 24 children, 
and Haemophilus bronchisepticus from 1 child. 

[This is a first-class piece of work which must be read 
by all interested in the subject, as an abstract can do no 
more than select some of the more important com- 
parisons. It provides an example of how such a study 
should be planned and carried out.] T. Anderson 


1697. Chloramphenicol in the Treatment of Meningo- 
coccal Meningitis 

F. R. McCrump, H. E. Hatt, A. M. MERIDETH, G. F. 
Deane, J. V. Minor, and T. E. WoopwarD. American 
Journal of Medicine [Amer. J. Med.) 10, 696-703, June, 
1951. 3 figs., 19 refs. 


The efficacy of chloramphenicol against Gram- 
negative organisms, already established, receives further 
support from laboratory experiments carried out with 
Neisseria intracellularis, in vitro and in vivo in mice. 
Clinically, the antibiotic was administered to 15 patients 
suffering from meningococcal meningitis, whose ages 
ranged from 10 months to 45 years. The diagnosis was 
based onclinical evidence and examination of the cerebro- 
spinal fluid. The cerebrospinal fluid became sterile 
within 36 hours of the start of treatment, and pyrexia 
subsided in 3-5 days (average time). Although there 
was no control series treated with penicillin, a review 
of such cases in previous years revealed that the dura- 
tion of fever was 4-6 days. Treatment with chloram- 
phenicol requires, in practice, an initial dose of 3 g. 
in adults, followed by 1-g. doses every 8 hours; children 
need from one-half to two-thirds of this dosage. Where 
oral treatment is not tolerated chloramphenicol may be 
given intravenously (0-5 g. 6-hourly in adults) with 
gratifying results. All 15 patients recovered and there 
were no sequelae. D. Preiskel 


1698. Treatment of Typhoid in Children with Chloram- 
phenicol (Chloromycetin). Report of Seven Cases 

J. GREENGARD, L. BrEsLOw, and A. MILZER. American 
Journal of Diseases of Children [Amer. J. Dis. Child.) 81, 
636-650, May, 1951. 7 figs., 25 refs. 


The authors used chloramphenicol in the treatment 
of 7 cases of typhoid fever, bacteriologically and sero- 
logically confirmed, in negro children aged from 4 to 6 
years admitted to the Sarah Morris Hospital for Children, 
Chicago. Three cases were severe, 3 moderately 
severe, and 1 relatively mild. Bronchopneumonia in 
1 case was the only serious complication. There were 
no fatalities and no significant side-effects from the 
antibiotic. Five children were admitted during the first 
week of the illness and the others on the 14th and 18th 
days respectively, but the duration of illness before 
treatment with chloramphenicol ranged from 8 to 25 
days; in 2 cases clinical recovery had already occurred. 
[In only 2 of the 7 cases was chloramphenicol the primary 
therapeutic or sole agent. Preliminary treatment with 
penicillin, with or without sulphadiazine (and in 1 with 


dihydrostreptomycin as well), was given in 4 cases, and 
penicillin was used in conjunction with chloramphenico| 
for the treatment of the child who developed broncho. 
pneumonia. The initial use of these drugs emphasizes 
the diagnostic difficulties presented by the atypical 
clinical picture of typhoid fever in young children and 
also their complete failure in the treatment of this 
disease.] 

Chloramphenicol was not prescribed until bacterio. 
logical or serological evidence of infection with Sai. 
monella typhi was forthcoming. Dosage varied from 
0-07 to 0°14 g. per kg. per day, but the authors conclude 
that an original [loading] dose of 0-1 g. per kg. daily is 
necessary for children. Most patients showed marked 
clinical improvement within 12 to 24 hours after the 
start of therapy; in 2, however, positive blood cultures 
(type F2) were obtained on the second and fourth days 
of therapy, and until the blood became sterile there was 
little clinical evidence of lessened toxicity. Clinical cure 
was effected in an average of 34 days, but therapy was 
continued for an average of 13-9 days to obviate clinical 
or bacteriological relapse. The duration of treatment 
before the disappearance of Salm. typhi from the stools 
ranged from 6 to 12 days; the organism “ returned” 
after the treatment was stopped in only one case, but at 
length disappeared spontaneously without any further 
treatment. 

In all cases an increasing neutropenia occurred during 
the course of chloramphenicol therapy, but the count 
improved when the drug was discontinued. It is sug- 
gested that the granulocytopenia was a manifestation of 
the disease and not due to the antibiotic; it is caused by 
the temporary suppression of formed elements in the 
marrow cells and peripheral blood; improvement in the 
count is thus due to “ timing ”’ rather than to withdrawal 
of the drug. [It is difficult to accept this explanation for 
the 2 cases in which clinical recovery had occurred before 
chloramphenicol was given.] Phage-typing in 6 of the 
cases showed types B; in 1 case, F2 in 2 cases, and J in3 
cases. One child had been in contact with a carrier; 
3 had played in flooded basements and were much more 
seriously ill than the others; and 3 had eaten concoc- 
tions called ** snowballs *’ bought from a street vendor. 

E. H. R. Harries 


1699. Terramycin in Treatment of Human Brucellosis 
V. KNIGHT, F. R. SANCHEZ, and A. R. SANCHEZ. 
Archives of Internal Medicine [Arch. intern, Med.] 81, 
835-843, June, 1951. 4 figs., 12 refs. 


The authors, working in Guadalajara, Mexico, have 
studied the results of prolonged treatment with terra- 
mycin of 12 patients suffering from brucellosis. The 
Brucella antibody titre of each patient was determined 
when the patient was admitted, and the causative 
organism identified by hydrogen sulphide and dye- 
inhibition tests. These examinations revealed one 
strain each of Brucella suis and Br. abortus and 7 of Br. 
melitensis. In 9 patients the Brucella organism was 


recovered from the blood. Drug-sensitivity tests were 
carried out in vitro in trypticase-soy liquid medium in 
the case of 9 bacteriaemic patients. 
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Initial doses of terramycin of 100 mg. per kg. body 
weight at 6-hourly intervals or 150 mg. per kg. at 3- 
hourly intervals were given to 11 patients orally. After 
defervescence the dose was reduced to 50 mg. per kg. 
and maintained for a total treatment period of 28 days, 
except in one case in which the patient received 150 mg. 
per kg. for 17 days, when treatment was stopped. One 
patient received the drug intravenously during the first 
6 days. With but two exceptions the patients were 
severely ill, the daily temperature rising to 102-2 F. 
(38:9° C.). Striking relief of symptoms was noted in 11 
of the 12 patients within a few hours of the start of 


‘treatment. By the second day manifestations of acute 


illness had almost completely disappeared, the average 
duration of fever being 1-9 days. After defervescence 
there was usually extreme asthenia, followed by a sense 
of well-being and an improvement in the patient's 
appetite. Dramatic relief was obtained by one patient 
suffering from crippling arthritis, but one patient with 
lumbar spondylitis failed to respond. In 2 patients 
there was a relapse during an observation period of 
3 months; both were successfully re-treated. Signs of 
intolerance were limited to anorexia, nausea, vomiting, 
and diarrhoea, which in one patient necessitated cessa- 
tion of treatment for a time. 

The authors conclude that the results are as good as 
those obtained with aureomycin and chloramphenicol. 
It would seem that smaller doses than those given 
might be equally effective, and the authors suggest that 
terramycin in combination with streptomycin might 
achieve a substantial reduction in the relapse rate. 

Margaretha Adams 


1700. Studies on the Treatment of Bacillary Dysentery. 
I. Resistance of Shigella Organisms to Sulfadrugs 

I. TATENO. Japanese Journal of Experimental Medicine 
[Jap. J. exp. Med.| 20, 795-802, Dec., 1950. 2 figs., 
5 refs. 


From 1947 onwards evidence began to accumulate of 
resistance on the part of bacillary dysentery to treatment 
with sulphonamides. In 1950 almost all the strains of 
Shigella isolated in Japan were sulphonamide resistant. 
Investigations in vitro show that shigellae can become 


sulphonamide resistant in 3 to 6 passages, the sensitivity ° 


being decreased at least 10 times. Jn vivo it takes more 
than 7 days for resistance to develop. 
G. M. Findlay 


TUBERCULOSIS 


1701. An Evaluation of the Hemagglutination Test for 
Tuberculosis 

J. W. E. H. RuUNyon, and M. M. CumMMINGs. 
American Journal of Medicine [Amer. J. Med.| 10, 704— 
710, June, 1951. 17 refs. 


A modified form of the Middlebrook—Dubos haemag- 
glutination test for tuberculosis was carried out on over 
400 subjects, some of whom were healthy, though the 
majority suffered from some active form of the disease. 
The titres for healthy children and adults, especially 


those with negative Mantoux reactions, were usually 
low. Those for the tuberculous patients were generally 
significantly higher, particularly when the disease was 
active. The injection of B.C.G. into a group of Mantoux- 
negative subjects was followed by little change in the 
agglutination titre, in spite of the development of 
positive reactions. Notwithstanding the degree of 
correlation between infection and agglutination titre, 
the authors conclude that this “ test for tuberculosis is 
by itself of limited clinical value. Elevation of titre 
is suggestive of tuberculosis in cases in which the differ- 
ential diagnosis includes this disease. Absence of 
demonstrable circulating agglutinins does not rule out the 
presence of active tuberculosis *’. G. Payling Wright 


1702. Studies in Experimental Tuberculosis. An In- 
vestigation of Some Problems of Immunity and Resistance. 
{In English] 

B. SwepBERG. Acta Medica Scandinavica [Acta med. 
scand.] Suppl. 254, 139, 1-120, 1951. 4 figs., biblio- 
graphy. 


1703. The Efficacy of B.C.G. Vaccination. A Study on 
Vaccinated and Tuberculin Negative Non-vaccinated 
Conscripts 

G. DAHLSTROM and H. Dirs. Acta Tuberculosea Scandi- 
navica [Acta tuberc. scand.] 25, Suppl. 27, 1-133, 1951. 
Bibliography. 


1704. Diagnosis of Primary Tuberculosis of the Lungs 
in Children Inoculated with B.C.G. (Einige Gesicht- 
spunkte an die Diagnose der priméren Lungentuber- 
kulose bei BCG-geimpften Kindern) 

A. WALLGREN. Zeitschrift fiir Tuberkulose [Z. Tuberk.) 
97, 172-179, 1951. 5 figs., 13 refs. 


B.C.G. vaccination of children creates some difficulties 
in assessing the diagnostic value of a positive tuberculin 
reaction and may rule out the possibility of a nega- 
tive reaction in a child suspect of tuberculosis. The 
tuberculin sensitivity due to B.C.G. is usually lower than 
that acquired by primary infection, but the strength 
of the reaction after vaccination gradually increases, 
particularly in a child who is afterwards exposed to 
infection. Natural infection after vaccination, though 
better tolerated, still increases the sensitivity. History 
of contact infection and, if known, an incubation period 
of 5 to 6 weeks before onset of symptoms may clinch 
the diagnosis. If erythema nodosum and a primary 
complex appear shortly after vaccination, the infection 
occurred shortly before the vaccination and before a 
pre-vaccination tuberculin reaction had time to develop. 
Erythema nodosum after vaccination, without hilar 
enlargement and with only a weak tuberculin reaction, is 
probably not of tuberculous but of streptococcal or 
rheumatic origin. The differential diagnosis of hilar 
enlargement in vaccinated children with a positive 
tuberculin test is decided by further development: 
radiological changes due to primary infection usually 
persist for at least 3 to 4 months and are often accom- 
panied by peri- or para-hilar atelectatic areas. Search 
for tubercle bacilli in gastric washings [or laryngeal 
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swabs] will often help. In contrast, hilar densities due 
to primary atypical pneumonia clear up in less than 3 
months. Other acute pneumonic or bronchopneumonic 
conditions are not difficult to distinguish, nor are 
such chronic conditions as hilar lymphoma of non- 
tuberculous origin (leukaemia, Hodgkin’s disease, sar- 
coidosis, bronchiectasis, asthma, bronchitis, and pul- 
monary congestion). A case of a large lung cyst which 
became infected is described in detail and illustrated: 
though initially, on routine x-ray examination, mis- 
diagnosed as primary infection, the course of the disease 
revealed the correct diagnosis. 

Whatever diagnostic difficulties may arise from post- 
vaccination allergy, they can never outweigh the tre- 
mendous value of the protection afforded by B.C.G. 
vaccination. E. G. W. Hoffstaedt 


1705. Importance of Bronchial Involvement in Primary 
Tuberculosis of Childhood 

H. I. Larr, A. Hurst, and A. Rospinson. Journal of the 
American Medical Association [J. Amer. med. Ass.| 146, 
778-783, June 30, 1951. 5 figs., 17 refs. 


Bronchial complications having arisen during a primary 
tuberculous infection in childhood, the authors subjected 
15 patients to bronchoscopic examination and treat- 
ment. The children all complained of cough and 
wheezing, and in the x-ray examination lobar atelectasis 
or obstructive emphysema was found. Two types could 
be distinguished, the benign asymptomatic and the 
malignant tuberculous pneumonitis, both being due to 
involvement of the bronchial wall and to bronchial 
obstruction following aspiration of caseous material. 
Bronchoscopic inspection under general anaesthesia 
is recommended as a diagnostic procedure, and endo- 
scopic treatment for the prevention or mitigation of late 
complications. Franz Heimann 


1706. . Intrapleural Haemorrhage in Artificial Pneumo- 
thorax 
J.T. Thorax [Thorax] 6, 162-170, June, 1951. 
44 refs. 


The literature is reviewed and the records of 37 cases 
of intrapleural haemorrhage of not less than 600 ml. are 
discussed. In 6 cases the haemorrhage followed artificial 
pneumothorax (A.P.) refills and 31 followed thoraco- 
scopy. 

Massive clotting may occur soon after bleeding has 
begun, but this is uncommon. More usually clotting 
occurs slowly and the clot is rapidly fragmented by 
respiratory and cardiac movements; the fluid which 
remains resembles blood, but it is defibrinated arid does 
not clot. The blood in the pleural space may act as a 
foreign body and cause a pleural effusion; this will 
contain fibrinogen and may allow the fluid to clot during 
the second week. To prevent this clotting early aspira- 
tion is advised, together with blood transfusion if neces- 
sary. Attempts to identify the bleeding point by 
thoracoscopy or thoracotomy have proved unsuccessful 
and are not advised, as the bleeding is always likely to 
stop spontaneously. Decortication of a clotted haemo- 
thorax may be dangerous if there is active pulmonary 


tuberculosis, but may, if indicated, be performed years 
later with less risk. 

Of the 37 cases studied the A.P. was unaffected in 20 
and partly obliterated in 12. L. M. Franklin 


1707. Tuberculous Cavities of the Lower Lobe. ‘ Results 
of Treatment in 103 Patients 

J. S. CHAMBERS. American Review of Tuberculosis 
[Amer. Rev. Tuberc.] 63, 625-643, June, 1951. 37 refs. 


After summarizing present knowledge of treatment of 
tuberculous cavities of the lower lobe the author analyses 
a series of cases seen at Michigan State Sanatorium from 
1937 until 1947. In 2,162 patients with moderately or 
far-advanced pulmonary tuberculosis the incidence of 
lower-lobe cavitation was between 20°% and 25%; this 
is a conservative estimate. The results of treatment by 
pneumothorax and phrenic-nerve interruption, with or 
without pneumoperitoneum, are similar to those obtained 
by Crofton (Thorax, 1949, 4, 96). The author believes 


that pneumoperitoneum and phrenic-nerve interruption — 


should be tried in most cases because of its simplicity 
and lack of complications: the results of this form of 
treatment are almost identical with those obtained by 
pneumothorax. The average period of follow-up was 
44 years. 

As expected, the results in cases of more widespread 
lesions associated with lower-lobe cavitation were not so 
good as in cases with isolated lower-lobe cavitation; 
especially when treated with pneumothorax the case 
mortality approached 50%. 

The cases treated by cavernostomy, thoracoplasty, or 
resection were too few in number and do not add to 
knowledge. Streptomycin was used in only a few cases, 
and again knowledge is not increased. In the series of 
57 patients with isolated lower-lobe cavitation the 
disease became inactive in 48 and remained active in 4; 
5 patients died. 

[The results in this series of cases will form a useful 
standard for comparing the effects of chemotherapy and 
collapse therapy in the future.] John Sumner 


1708. The Treatment of Minimal Pulmonary Tuberculosis 
Confined to the Apex of One Lung 

A. L. PAINE. American Review of Tuberculosis [Amer. 
Rev. Tuberc.] 63, 644-656, June, 1951. 2 figs., 5 refs. 


In admissions to Manitoba Sanatorium the proportion 
of cases of minimal tuberculosis increased from 3-5% 
in 1921 to 33-8% in 1949. It is believed that pneumo- 
thorax is the treatment of choice of many minimal 
lesions, especially in the apex. In view of the trend away 
from pneumothorax and towards chemotherapy, thoraco- 
plasty, and resection, the author reviews the results of 
past treatment of-_lesions confined to one apex so that a 
standard for comparison with future results may be 
obtained. The decision to limit this study to cases of 
minimal lesions in the apex of one lung only was made 


' because: (1) a series of lesions limited to one locality 


permits a more precise evaluation of end-results; (2) the 
apex is the commonest early site of tuberculosis; (3) 
unilateral apical disease lends itself to treatment by 
limited thoracoplasty and the wisdom of the present 
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trend towards this method of treatment can be assessed 
by comparison of results; (4) segmental resection can 
be applied to any area of the lung. It is hoped later to 
compare the results obtained with those obtained in 
cases of minimal lesions in other areas. 

The present series included 103 cases of unilateral 
apical disease treated for at least 3 months and followed 
up for at least 5 years. A general analysis of factors 
which might influence the outcome of treatment, and 
especially the progression or reactivation of disease, 
revealed that location of the disease in the apex and the 
erythrocyte sedimentation rate on admission were of no 
importance; that the bacteriological findings on admis- 
sion were an uncertain guide to the outcome, primarily 
because these findings were so dependent upon the in- 
tensity and the mode of search; that the incidence of 
progression was greater in the young patient with mainly 
exudative disease; that the longer the hospital treatment 
the less the progression; and that collapse therapy was 
the most important factor in reducing the incidence of 
progression. The author does not define a minimal 
lesion, and takes any lesion within an area of the 
lung above a horizontal line at the level of the second 
costochondral junction as being apical. 

Pneumothorax was used in 78 of the 103 patients: 
in 48% of these the sputum on admission was negative 
for acid-fast bacilli. When the pneumothorax was 
maintained for a period of 3 to 4 years, the incidence 
of progression (which was 42-8% in cases with a pneumo- 
thorax of 1 year’s duration) was 7:7%. This is definite 
evidence of the danger of using pneumothorax as a short- 
term procedure, which in some places is the trend to-day. 
The progression rate after treatment by rest in bed alone 
was 57°%%, after collapse therapy 19°%, and in the control 
series 27%. In 94 of the 103 patients the disease is 
now arrested and in 6 it is unstable. There were 3 
deaths, 1 from tuberculosis, one from tuberculoma of 
the brain, and 1 from a non-tuberculous condition. 
Thus the treatment of minimal apical disease by pneumo- 
thorax has resulted in arrested disease in 91% after 5 to 
25 years, and a death rate of less than 2%. As the author 
says, here is a strong argument for the use of this treat- 
ment in minimal apical disease. John Sumner 


1709. Treatment of Tuberculosis of the Larynx by 
Chemotherapy 
L. J. WALLNER, G. C. TURNER, M. R. LICHTENSTEIN, 
and H. C. Sweany. Journal of the American Medical 
Association [J. Amer. med. Ass.] 145, 1252-1254, April 21, 
1951. 3 figs., 11 refs. 


1710. Streptomycin in the Treatment of Tuberculous 

Pericarditis 

D. Carrot. Bulletin of the Johns Hopkins Hospital 

aed Johns Hopk. Hosp.| 88, 425-439, May, 1951. 
refs. 


An analysis of the follow-up records of 71 patients 
with symptomatic tuberculous pericarditis showed that 
40-5% died of widespread tuberculosis and 8-5% of 
cardiac failure; only 19-5% survived for 5 years or more. 
The fate of the remainder is not known. Of 21 patients 


alive 5 years or more after diagnosis, only 3 had any 
symptoms attributable to the previous pericarditis. 
Streptomycin is useful in controlling or preventing 
dissemination of the disease in tuberculous pericarditis; 
it should be given early and to prepare patients for 
pericardectomy. Kenneth Marsh 


1711. Streptomycin in the Therapy of Tuberculosis of 
the Female Genital Tract 

W. C. KeEetreL. American Journal of Obstetrics and 
Gynecology [Amer. J. Obstet. Gynec.| 61, 1382-1385, 
June, 1951. 4 figs., 2 refs. 


This is a report of extensive vaginal, cervical, and 
endometrial tuberculosis treated successfully by strepto- 
mycin. The patient was a single nullipara, aged 19 years, 
first seen in January, 1949, complaining of vaginal 
discharge and bleeding for 6 months, and with painful 
inguinal nodes for 3 years. In 1936 she had entered a 
tuberculosis sanatorium because of cervical lymph- 
adenopathy and possible chest involvement: here she 
remained for 3 years. In 1937 she developed an abscess 
above the right ankle which drained intermittently for 
several years. In 1945 she was sent to another sana- 
torium where she remained for 5 months. Pleural 
thickening was demonstrated, but there was no other 
evidence of active tuberculous infection. In 1946 a 
tender, painful mass appeared in the right inguinal area 
which subsequently broke down. Menstruation began 
at 16 and was always irregular, at 3- to 6-month intervals. 
During the 6 months before admission there was a bloody, 
purulent vaginal discharge, but without pelvic pain or 
discomfort. 

On admission the patient was undernourished. The 
upper vagina was so constricted as to prevent the passage 
of a finger-tip. Per speculum there was a tag of bleeding 
granular tissue protruding through this constriction. 
The uterus was anterior and freely movable and the 
adnexa seemed norma]. X-ray examination of the chest 
showed no disease. On February 2, 1949, the vagina 
was dilated and the uterus curetted. The cervix was 
found to be replaced by a red, granular, exophytic lesion 
involving its entire structure. A biopsy of the cervical 
growth was taken, and curettage of the uterus revealed 
an apparently normal endometrium. The histological 
report on the curettings and the cervical tissue was 
* chronic granulomatosis vaginalis, cervicitis, and endo- 
metritis characteristic of tuberculosis ’’, but examination 
was negative for tubercle bacilli, and guinea-pig inocu- 
lations were also negative. From February 10, 1 g. 
streptomycin was given intramuscularly in 2 equal doses 
daily for 87 days. The vaginal discharge ceased and on 
May 17 the cervix was well healed and normal. No 
tissue was obtained on curettage. Histological examina- 
tion of the cervix showed no evidence of tuberculosis. 
After 3 months of graduated dilatation of the vagina 
the constriction disappeared and a normal cervix was 
visible. The patient has since remained well and two 
cervical biopsies and curettages of the uterus, the last 
on May 18, 1950, failed to show tuberculosis. On May 1, 
1951, she was still well, with regular periods and no 
evidence of recurrence. 
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[Although tubercle bacilli were not found and guinea- 
pig inoculations were negative, the illustrations accom- 
panying the article show typical giant cells and the other 
appearances characteristic of tuberculosis. There would 
not seem to be any doubt that it was a genuine case.] 

F. J. Browne 


1712. Results of Investigations of 81 Patients Treated 
for Tuberculosis of the Foot 

M. C. WILKINSON. Proceedings of the Royal Society of 
Medicine [Proc. R. Soc. Med.| 44, 475-481, June, 1951. 
9 figs., 9 refs. 


The author reviews the history of 81 patients suffering 
from tuberculous lesions of the feet. Below the age of 
adolescence the foot lesion is usually the only gross 
tuberculous focus in the body and the death rate is nil. 
Beyond adolescence, on the other hand, multiple lesions 
are the rule and the mortality rate is high. In this group 
it amounted to 26:3%, 5 patients dying while under 
treatment, 7 dying within 2 years of discharge, and 3 
within 14 years of discharge. The disease is never 
localized, but usually involves many bones and joints 
in the foot, the commonest initial site being the astra- 
galus. Although the results of constitutional treatment 
are good, its duration must be prolonged. The rate of 
recurrence of the disease in the foot is about 29% and is 
as common in the younger as in the older age groups. 
Most cases of recurrence occur within one year of 
discharge. 

Operative treatment carried out when there was 
clinical and radiological evidence of well-developed 
resistance was accompanied by a recurrence rate of only 
6%. [It is important to note that the total duration of 
treatment in these cases was just as long as in those 
treated conservatively.] The operations carried out in- 
cluded curettage, sequestrectomy, erasion, and excision 
with or without the introduction of bone grafts, and the 
incidence of wound breakdown was nil. Mention is 
made of streptomycin to augment the efficacy of both 
conservative and operative treatment, but only one case 
so treated is described. 

Amputation may get rid of the disease in the foot, but 
it gives a false sense of security, and the death rate 
would appear to be high in those patients unless con- 
stitutional treatment be instituted as in other cases. 

G. E. Thomas 


1713. Endocavitary Aspiration. 
cavitaria) 

G. Basount. Archivio di Tisiologia (Arch. Tisiol.] 6, 
195-296, March, 1951. 69 figs., bibliography. 


(L’aspirazione endo- 


1714. Infection and Disease with Special Reference to 
Tuberculosis 

F. Hear. British Journal of Tuberculosis [Brit. J. 
Tuberc.] 45, 41-51, April, 1951. 


See also Pharmacology and Therapeutics, Abstracts 
1354 and 1364; Pathology, Abstracts 1426 and 1442; 
Microbiology, Abstracts 1452-4; and Paediatrics, Ab- 
stract 1470. 


PROTOZOAL INFECTIONS 


1715. Malarial Nephritis. (Les néphrites palustres) 
G. Sarrouy, C. BouLarp, A. and J, 
MASSONNAT. Semaine des Hépitaux de Paris {Sem. 
Paris) 27, 1173-1186, April 10, 1951. 5 figs., 35 refs. 


Of 21 cases of malaria with renal complications seen 
in France 12 cases were of falciparum, 5 of vivax, and 4 
were of quartan malaria. The condition seen most 
commonly was that of acute hydropic nephritis in which 
oedema of the skin developed rapidly and was sometimes 
accompanied by hydrothorax and ascites. In all cases 
urinary symptoms were marked, there being almost 
invariably oliguria with reduced excretion of urea and 
chloride. Albuminuria was always present and was 
usually associated with casts and haematuria. Changes 
in blood urea level and blood pressure were not com- 
mon, but an increase in both, and also in plasma pro- 
tein level, was sometimes noticed. Less commonly the 
condition was that of an acute nephritis with azo- 
taemia and hypertension. Oliguria was again present, 
but there was no oedema. There was retention of urea 
but not of chloride. 

The prognosis of the condition was difficult to assess 
because of inability to carry out follow-up examinations 
in all cases. In 9 cases the condition cleared up com- 
pletely, but the renal damage may be permanent and the 
condition end fatally after an elapse of some years. 
Quinine was used for antimalarial therapy. The 2 
patients who died had small granular kidneys, and the 
disease process involved both the parenchymal and 
interstitial tissue. The most important lesion, however, 
was that of the glomeruli, some of which were replaced 
by fibrous tissue. 

The authors review much of the literature on renal 
involvement in malaria and discuss its aetiology, 
pathology, and pathogenesis; they believe that the renal 
damage arises in the first place from renal anoxia 
(Maegraith et a/l., Lancet, 1947, 2, 781). 

W. H. Horner Andrews 


1716. Toxoplasmosis in Hares in Denmark. Serological 
Identity of Human and Hare Strains of Toxoplasma 

M. CHRISTIANSEN and J. C. Sum. Lancet [Lancet] 1, 
1201-1203, June 2, 1951. 1 fig., 6 refs. 


1717. Chronic Involvement of the Liver in Intestinal 
Ameebiasis (Chronic Amoebic Hepatitis) 

R. SANDLER. American Journal of Digestive Diseases 
[Amer. J. digest. Dis.] 18, 29-34, Jan., 1951. 46 refs. 


In contrast to acute amoebic hepatitis and hepatic 
abscess, chronic amoebic hepatitis has hitherto attracted 
little attention. The present author has, however, found 
symptoms which he attributes to chronic hepatic in- 
volvement in 47 of 180 cases of amoebiasis seen in 
southern Israel during the last 4 years. These symptoms, 


which persisted uninterruptedly for months, included 
anorexia, nausea and vomiting, diarrhoea or constipation, 
flatulence, tenderness and often slight enlargement of 
the liver, and occasionally pain in the right hypochron- 
drium, shoulder, or back, felt only in certain postures. 


Ent 

47 
in | 
nor 
in 
thet 
sub: 
infe 
yeal 
dev 
171 
E.} 
122: 
F 
rhet 
rela 
was 
Ant 
disa 
sub: 
T 
was 
171 
Effe 
H. ] 
Tro 
A 
beet 
amc 
bact 
now 
the 
up t 
wert 
amo 
2-g. 
of « 
give 
wert 
resp 
172 
with 
R. / 
A 
con: 
with 
for 
thric 
case 
the 
Tesis 


PROTOZOAL INFECTIONS 441 


Entamoeba histolytica was found in the stools in 34 of the 
47 cases: the complement-fixation test was positive 
in 20 out of 25. Liver function tests generally gave 
normal results, although the formalin test was positive 
in 5 cases out of 6. Emetine was of no diagnostic or 
therapeutic value. The hepatitis appeared gradually to 
subside following routine treatment of the intestinal 
infection. Most of the patients were followed up “ for 
years”, and in none did liver abscess subsequently 
develop. H. McC. Giles 


1718. Arthritis due to Intestinal Amebiasis 

E. M. RAPPAPORT, A. X. RossiEN, and L. A. ROSENBLUM. 
Annals of Internal Medicine [Ann. intern. Med.] 34, 
1224-1231, May, 1951. 3 figs., 8 refs. 


Four patients with recurrent polyarthritis of the 
rheumatoid type with spontaneous remissions and 
relapses were found to have intestinal amoebiasis which 
was causing only minor gastro-intestinal symptoms. 
Anti-amoebic therapy was accompanied by rapid 
disappearance of the arthritis, which did not recur 
subsequently. 

The authors suggest that the arthritis in these cases 
was due to sensitization to Entamoeba histolytica or its 
by-products. A. Gordon Beckett 


1719. Laboratory and Clinical Observations on the 
Effect of Terramycin in the Treatment of Amebiasis 

H. Most and F. VAN ASSENDELFT. American Journal of 
Tropical Medicine [Amer. J. trop. Med.| 31, 284-285, 
May, 1951. 4 refs. 


Antibiotics such as bacitracin and aureomycin have 
been found effective to some extent in the treatment of 
amoebiasis; the main action is probably on the associated 
bacteria rather than on the causative organism. It has 
now been found that terramycin is effective, inhibiting 
the growth in vitro of Entamoeba histolytica in dilutions 
up to 1 in 40,000 within 24 hours. Encouraging results 
were obtained in 54 patients suffering from colonic 
amoebiasis, who were treated with the drug in a dosage 
of | or 2 g. daily for 5 to 10 days. Of 42 patients given 
2-g. doses, only 1 relapsed during an average period 
of observation of 150 days, whereas of the 12 patients 
given I-g. doses 4 relapsed. In all these cases there 
were mild symptoms only, but in addition 5 severe cases 
responded to treatment with terramycin just as well as 
to emetine treatment. R. Wien 


1720. Treatment of Amebiasis with Atabrine Combined 
with Carbarsone 
R.A. Rapke. Annals of Internal Medicine [Ann. intern. 
Med.| 34, 1432-1444, June, 1951. 30 refs. 


At the Station Hospital, Fort Knox, Kentucky, 25 
consecutive cases of intestinal amoebiasis were treated 
with mepacrine (“‘ atabrine ”’), 0-1 g. 3 (later 4) times daily 
for 10 (later 15) days, and carbarsone, 0-25 g. twice or 
thrice daily for 10 days, given successively in the first 10 
cases and simultaneously in the others. All but one of 
the cases were of more than 90 days’ duration; 6 had 
Tesisted previous treatment with emetine and carbarsone 


or “‘diodoquin”’; and 11, studied sigmoidoscopically for 
10 to 60 days before treatment, showed no tendency to 
spontaneous healing. 

Mepacrine was employed on the analogy of its effective 
action in giardiasis and after proof of its direct amoe- 
bicidal action in vitro, carbarsone being added to destroy 
cysts. The response was considered extremely satis- 
factory; bowel and hepatic symptoms disappeared 
rapidly, subjective relief was great, and ulcers generally 
healed within 15 days. The relapse rate (comparing 
favourably with figures given of the reported results of 
other forms of treatment) was 12°, the three relapses 
occurring immediately after treatment; in an average 
follow-up period of 219 (60 to 395) days, with sigmoido- 
scopic examination at 2-monthly intervals, no late 
relapses were found. 

The importance of sigmoidoscopy in diagnosis is 
stressed and details of technique are given. The earliest 
lesion is thought to be a superficial erosion permitting 
the amoebae to invade the submucosa, the simultaneous 
multiple invasion of an eroded patch producing the 
aggregation of minute submucous abscesses with reddish- 
brown, elevated centres which are considered more typical 
than the subsequent ulcers. It is suggested that relapse, 
which frequently occurs in relation to the pigmented 
(haematin) spots, is due to viable organisms enclosed by 
the healed mucosa. The “ irritable-bowel syndrome ”’ 
(post-dysenteric attacks of diarrhoea with no mucosal 
change and negative smears and cultures) is explained as 
due to a conditioned reflex, established concomitantly 
with the attack of dysentery, excited by any subsequent 
stimulus. R. Crawford 


1721. A Critical Study of Certain New Anti-amoebic 
Drugs. (Etude critique de certaines médications nou- 
velles de l’amibiase) 

F. SicuierR, —. CHouBRAC, M. Piette, J. HERMAN, and 
—. SEBAOUN. Archives des Maladies de Il Appareil 
Digestif [Arch. Mal. Appar. dig.] 40, 389-406, April, 1951. 
4 figs. 


The authors discuss certain new anti-amoebic drugs, 
among them the thioarsenites, which are dismissed as 
too toxic; in their hands they caused leucopenia and 
granulocytosis. ‘* Milibis ’, used in Beirut by Berberian, 
appears to have given good results. He claimed to have 
cured 89°%% of cases observed for up to 320 days. Terra- 
mycin was found to be slightly more amoebicidal in vitro 
than either emetine or conessine. In clinical trials it is 
important to distinguish between the effect on cysts and 
trophozoites. 

A trial of aureomycin was made in 50 acute cases, 6 
being primary cases and 44 relapses of intestinal amoe- 
biasis acquired in the Far East. After doses of 1-5 to 
2-0 g. on the first day, 3-0-g. doses were given daily for 
7 to 10 days. Dysenteric symptoms disappeared in from 
3 to 4 days and the stools were negative within a week. 
Aureomycin alone is insufficient to prevent relapses, but 
it is as good as emetine and better than conessine in the 
acute stage of the disease. Clement Chesterman 


See Pharmacology and Therapeutics, Abstract 1359. 
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ACUTE RHEUMATISM 


1722. Endocrine Disturbances in Rheumatism. (Pac- 
CTPOHCTBa BHYTPCHHEH peBMa- 
TH3Me) 

E. I. TsUKERSTEIN. Meguunxa [Kiin. 
Med., Mosk.] 29, No. 3, 63-66, March, 1951. 11 refs. 

Various endocrine disturbances are described in 180 
patients with a recent history of acute or subacute 
rheumatism: 142 were females and 38 males. The 
commonest abnormality was in the sex glands. Of the 
women 45-6% had an infantile uterus and 29-7°% had 
delayed menstruation, while of those between 18 and 
40 years of age 32°8% had amenorrhoea. Out of 88 
women who were married 34 were childless and 11% had 
had spontaneous abortions, mostly in the first half of 
pregnancy. Of the females 24°%, and of the males 6-3%, 
showed definite symptoms of thyrotoxicosis, while in 
3-8°, of the total series there were signs of hypothyroidism 
and a low erythrocyte sedimentation rate. 

In a number of cases [not specified] there was evidence 
of adrenal deficiency, as shown by low arterial tension, 
asthenia, and pigmentation of the skin of the abdomen, 
back, or limbs. Sugar tolerance tests showed in a few 
cases a high fasting level, and various types of curve 
were obtained. [While these were often indicative of 


defective liver function, no evidence seems to have been 
obtained to incriminate any special endocrine gland.] 
Two adolescents had well-marked dystrophy of the 
pituitary. 

[In a previous communication the author described 
disturbances of the vegetative nervous system after 
rheumatism, and such disturbances may initiate endocrine 


deficiencies. It is unfortunate that the incidence of these 
disturbances is not given.] L. Firman-Edwards 


1723. Heparin Tolerance in Rheumatic Fever—Il 
D. G. ABRAHAMS, L. E. GLYNN, and G. Loewt. Clinical 
Science [Clin. Sci.] 10, 1-11, Feb., 1951. 5 figs., 8 refs. 

The work reported is an extension of previous work 
in which the authors demonstrated that patients with 
acute rheumatic fever have an enhanced resistance to the 
effects of intravenously injected heparin. 

The clotting of blood from patients with acute rheu- 
matic fever is less delayed than that of normal blood by 
the addition of a small amount of heparin. Further- 
more, if a small amount of heparin is incubated with 
blood for 24 hours, clotting will still occur, though delayed 
in onset. In such a test the serum which separates 
after clotting contains less residual heparin when derived 
from patients with acute rheumatic fever than when it 
comes from a normal! subject. A. S. Dixon 


1724. The Treatment of Rheumatic Fever with 3- 
Hydroxy-2-phenylcinchoninic Acid (HPC). (Behandling 
af febris rheumatica med 3-hydroxy-2-phenylcinchonin- 
syre (HPC)) 
M. Iversen. Ugeskrift for Leger (Ugeskr. Leg.) 113, 
851-855, June 28, 1951. 8 figs., 15 refs. 

Recently 3-hydroxy-2-phenylcinchoninic acid (HPC) 
has been reported to be effective in the treatment of 
rheumatic conditions. The author has treated 8 severe 


INFECTIOUS DISEASES 


cases of rheumatic fever with daily doses of 200 mg. per 
kg. body weight for periods of 10 days to a fortnight, 
The condition of the patients improved rapidly; jp 
almost every case the temperature settled down quickly 
and the erythrocyte sedimentation rate somewhat 
more slowly; joint pains and swellings subsided. When 
administration was stopped after a few days symptoms 
and signs recurred, but subsided when HPC was again 
given. W. G. Harding 


1725. Prophylaxis of Acute Rheumatic Fever by Treat- 
ment of the Preceding Streptococcal Infection with 
Various Amounts of Depot Penicillin 

L. W. WANNAMAKER, C. H. RAMMELKAMP, F. W. Denny, 
W. R. Brink, H. B. Houser, and E.O. HAHN. American 
Journal of Medicine [Amer. J. Med.] 10, 673-695, June, 
1951. 3 figs., 25 refs. 

During the period between Jan. 1, 1949, and Feb. 2, 
1950, at a U.S. Air Force base in Wyoming, out of an 
estimated total of 21,000 men passing through, those 
reporting sick with respiratory symptoms who showed 
signs of exudative tonsillitis or pharyngitis, or who 
had an oral temperature of 100° F. (37-8° C.) or 
more, were admitted to hospital; only those who had 
exudative lesions were included in the study groups. 
Three different schedules were used in giving pro- 
phylactic treatment with crystalline procaine benzyl 
penicillin in peanut or sesame oil containing 2°, alu- 
minium monostearate; controls received no specific 
treatment. In Schedule I a total dose of 1,200,000 
units was given in 3 intramuscular injections over a period 
of 96 hours (634 treated, 582 controls); in Schedule II 
patients received 300,000 units on admission and again 
72 hours later (254 treated, 288 controls); and in 
Schedule III a single dose of 600,000 units was used 
(290 treated, 292 controls). Infection was mainly due to 
Group-A streptococci. 

The criteria used for diagnosing rheumatic fever were 
a modification of those laid down by Jones (J. Amer. med. 
Ass., 1944, 126, 481). The findings suggested that 
penicillin has little effect on development of rheumatic 
fever after a long latent period (owing, probably, to an 
intervening and untreated streptococcal infection), and 
after excluding all cases which developed later than 45 
days from the onset of the observed illness, it was found 
that 2 of the treated men and 28 of the controls were 
affected. Treatment by Schedule I was twice as effective 
as Schedule III, as measured by the degree of anti- 
streptolysin inhibition. The authors suggest that with 
a history of previous rheumatic fever it may be wiser to 
keep the blood penicillin content at a more constant 
level for a longer period of time with a dose of 15,000 
to 25,000 units 3-hourly for 8 to 10 days; they also 
stress the importance of prompt treatment without 
waiting for complicated laboratory procedures. 

{An editorial article in the same issue makes a plea 
for the use of prophylactic treatment in civilian life; 
an approximate 15-fold decrease in the yearly incidence 
of rheumatic fever may be anticipated.] 

D. Preiskel 


See also Cardiovascular Disorders, Abstract 1500. 
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1726. The History of Atelectasis. 
l’'atélectasie) 
C. Trocme. Annales de Médecine {Ann. Meéd.| 52, 
142-196, 1951. Bibliography. 


The development of our knowledge of the phenomenon 
known as atelectasis can be divided into three phases: 
the first was the “ classic ’’ period, during which it was 
first recognized and fully described; the second was a 
period of neglect, when its investigation was hampered 
by contemporary preoccupations with the new science of 
bacteriology: the third is the modern period, when the 
new techniques of radiology, bronchoscopy, and thoracic 
surgery have thrown light on the mechanism of the 
process. 

The first phase lasted from the work of Schenk in 1811 
to that of Lichtheim in 1879, and was notable for the 
illuminating hypothesis of Legendre and Bailly (1844) 
that it represented a regression to the foetal state when it 
occurred in the newborn. Lichtheim made a classic and 
masterly survey of the whole problem, and by 1879 it 
was known exactly what conditions led to atelectasis 
(bronchial obstruction, respiratory weakness) and what 
were its consequences (vasodilatation, pulmonary 
atrophy, emphysema, bronchial and eventually cardiac 
dilatation). For about 20 years there was no addition 
to this knowledge, but the work of William Pasteur, 
Chevalier Jackson, Elkin, and Jacobaeus heralded the 
modern period of advance, during which it has been 
established that atelectasis is in fact a vital phenomenon 
dependent on tissue metabolism and the blood circula- 
tion. 

[This long and detailed paper, with a bibliography of 
178 items, is the only comprehensive survey available on 
this topic.] F. N. L. Poynter 


(Histoire de 


1727. Jenner’s Cowpox Inoculation 
A. W. Downie. British Medical Journal (Brit. med. J.] 
2, 251-256, Aug. 4, 1951. 33 refs. 


In this Jenner Memorial Lecture, delivered at St. 
George’s Hospital, London, in March, 1951, the author 
reviews Jenner’s discovery in the light of subsequent 
research. The introduction of vaccination as a prophy- 
lactic measure against smallpox by Jenner in 1798 was 
for many years the only successful application of active 
immunization in the prevention of infectious diseases. 
The development of Jenner’s method and its application 
to other infections by Pasteur 80 years later marked the 
beginning of the science of immunology as we now 
know it. 

In Jenner’s day most of the population were destined 
to suffer from smallpox. The mortality was about 20°, 
of cases, and most of the deaths occurred in children. 
When Lady Mary Wortley Montagu, wife of the British 
Ambassador in Constantinople, introduced the practice 
of variolation or inoculation in 1721, it soon became 
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obvious that the method was not without risk, and it 
was small wonder that Jenner’s method should have 
been eagerly accepted as an alternative. Vaccination 
quickly became much more widely practised than vario- 
lation had ever been, although in its transit from arm 
to arm—the customary practice—the virus became 
uncertain in its effects. The viruses now used through- 
out the world are very much alike, and are all referred to 
as vaccinia, although the modern vaccinia may be far 
removed from the cowpox of Jenner. 

Continuing his survey, the author proceeds to discuss 
cowpox at the present time; the immunological relation- 
ship between cowpox, vaccinia, and variola viruses; and 
the position of vaccination in the light of recent research. 
Although compulsory vaccination has recently been 
abolished in this country because of the greatly lessened 
risk of smallpox, we still recognize the great value of 
vaccination in protecting those exposed to infection. 
Jenner has been the means, directly or indirectly, of 
saving hundreds of thousands of lives, and it is right that 
he should be held in honour and in remembrance. 

The paper is accompanied by 33 references. 
Douglas Guthrie 


1728. Samuel Johnson and Some Eighteenth Century 
Doctors 

H.S. Carter. Glasgow Medical Journal [Glasg. med. J.} 
32, 218-227, July, 1951. 5 refs. 


This paper sketches the outlines of some of Johnson’s 
contacts with the medical profession from his scrofulous 
childhood under Dr. Samuel Swinfen and Sir John 
Floyer to his last cardio-renal illness with emphysema, 
when he was attended by Heberden and Brocklesby, 
with Warren, Builer, and W. C. Cruikshank the surgeon 
as auxiliary ministrants. Among the doctors known to, 
or consulted by, Johnson we find the names of George 
Cheyne, whose The English Malady he recommended 
to Boswell: Oliver Goldsmith, who is noted as having 
introduced Auenbrugger’s discovery of percussion to 
England in the same year as it was published in Vienna, 
nearly 40 years before Corvisart revived it; John . 
Radcliffe and Richard Mead; Sir Lucas Pepys; Percivall 
Pott, who treated him for hydrocele; John Lettsom; and 
Robert Levett. Boswell also sought in Edinburgh the 
opinions of Sir Alexander Dick, Cullen, Monro (secun- 
dus), John Hope,and Dr. Gillespie, but they seem to have 
been understandably reluctant to prescribe for a distin- 
guished invalid 400 miles away. 

In addition to these contacts, Johnson himself wrote 
lives of Boerhaave, Sir Thomas Browne, Mark Akenside, 
and Sir Samuel Garth, the author of The Dispensary. 
James Wilson’s post-mortem examination of Johnson 
is discussed and the recent commentaries by Rolleston 
and by Russell Brain are noted. 

Calvin P. B. Wells 
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1729. Pierre-Fidéle Bretonneau, the Country Doctor of 
Touraine. (Pierre-Fidéle Bretonneau, médecin de cam- 
pagne tourangeau) 

R. Mercier. Semaine des Hépitaux de Paris (Sem. Hop. 
Paris] 27, 1558-1561, May 14, 1951. 2 figs. 


Pierre-Fidéle Bretonneau was born in 1778 at Saint- 
Georges-sur-Cher, then in Touraine. In his early 
years he displayed such an aversion to study that he 
could scarcely read by his ninth year, but he indulged 
unfettered in his passion for natural history. When 
15 years old he began to manifest an interest in medicine, 
and at the age of 17 was sent by his Department to the 
Ecole de Santé in Paris, where he displayed great enthu- 
siasm in his medical studies. He shared an apartment 
in the Rue Hautefeuille with Savigny and made solid 
friendships with Dumeril, Guersant, and Bayle. He 
attended the lectures of Corvisart, became a fluent 
latinist, and, oddly enough, learned the art of glass- 
blowing. But 3 years of close application undermined 
his health and he had to return to Chenonceau. There 
he came under the influence of the nonagenarian, Mme 
Dupin, who taught him English and Italian and enabled 
him, with Tellier, to make a translation of Mascagni’s 
work on the lymphatic vessels. 

On the death of Mme Dupin in October, 1799, 
Bretonneau went to live in one of her Paris houses. 
Shortly after, he married Mile Marie-Thérése Adam, 
former companion of Mme Dupin, who was 25 years his 
senior. At Paris he resumed his studies in medicine, 
and, after brilliantly completing two examinations, 
he failed to satisfy an incompetent examiner in the 
third. Disgusted, Bretonneau abandoned his ideas of 
_ a doctorate and returned to Chenonceau as a simple 

officier de santé. There he made quite a reputation as a 
physician, studying the spread of scarlet fever, measles, 
and smallpox. He was an enthusiast for cowpox 
vaccination, and devised in 1805 the method of storing 
lymph in capillary tubes of glass. He attracted the 
notice of M. Kergariou, prefect of Indre-et-Loire, who 
offered him the post of physician to the H6épital de la 
Charité at Tours. But the possession of a doctorate was 
necessary for this post, and, through the influence of 
Dumeril, Bretonneau successfully defended his thesis on 
“The Utility of Compression and, in particular, the 
Efficacy of the Bandage of Theden in Idiopathic In- 
flammations of the Skin’. His time at the hospital 
was divided between the wards and the post-mortem 
rooms, and as a result of his observations there he 
published, within the next 10 years, his monographs on 
the spread, clinical manifestations, and anatomical 
lesions of diphtheria and of enteric fever. 

H. P. Tait 
1730. Richard Wiseman on Cancer 
H. MARTIN. Cancer [Cancer] 4, 907-912, Sept., 1951. 


1731. Theophil Bonet (1620-1689) and the Fundamental 
Importance of his “* Sepulchretum ”’ in the History of 
Morbid Anatomy. (Theophil Bonet (1620-1689) und die 
grundsatzliche Bedeutung seines Sepulchretum in der 
Geschichte der Pathologischen Anatomie) 


H. Buess. Gesnerus [Gesnerus] 8, 32-52. 1951. 10 refs. 


1732. The Louse in Greek Antiquity, with Comments on 
the Diagnosis of the Athenian Plague as Recorded by 
Thucydides 

H. Keir. Bulletin of the History of Medicine (Bull. Hist, 
Med.) 25, 305-323, July—Aug., 1951. Bibliography. 


1733. The Augustinian Doctrine and Anatomy in the 
Middle Ages. (Der Kirchenlehrer augustin und die 
Anatomie im Mittelalter) 
P. DiepGeN. Centaurus (Centaurus, Kbh.] 1, 206-211, 
1951. 16 refs. 


1734. Trepanation of the Skull in Ancient Peru. (Sobre 
las trepanaciones craneanas en el antiguo Peru) 

V. E. FerNANDEZ ENriqguez. Annales de la Facultad de 
Medicina. Lima [An. Fac. Med., Lima] 33, 394-479, 1951. 
26 figs., bibliography. 


1735. Bartholomaeus Metlinger. 
Pediatrician 

H. LeHNporer. Archives of Pediatrics [Arch. Pediat.) 
68, 322-333, July, 1951. 2 figs., 5 refs. 


A Fifteenth Century 


1736. Medicine in Pepys’s Diary 
M. J. Stewart. Medical Journal of Australia (Med. J. 
Aust.] 2, 177-183, Aug. 11, 1951. 


1737. William Fabri of Hilden, his Family, and his 
Wife; Some New Information. (Sur Guillaume Fabri, 
de Hilden, sa famille et sa femme, quelques renseigne- 
ments nouveaux) 

E. Gesnerus [Gesnerus] 8, 154-163, 1951. 


1738. Julius Leopold Pagel and the German Medical 
History of His Time. (Julius Leopold Pagel und die 
deutsche Medizinhistorik seiner Zeit) 

P. DiepGen. Berliner Medizinische Zeitschrift (Berl. med. 
Z.] 2, 353-355, Aug. 15, 1951. 17 refs. 


1739. Sir Thomas Browne, M.D., William Harvey and 
the Metaphor of the Circle 

F. L. Huntiey. Bulletin of the History of Medicine 
[Bull. Hist. 25, 236-247. May-June, 1951. 1 fig., 
bibliography. 


1740. History of Anesthesia 
D. State. Journal Lancet {J. Lancet] 82, 239-243, June, 
1951. 34 refs. 


1741. Famine in India. An Historical Survey 
R. Passmore. Lancet [Lancet] 2, 303-307, Aug. 18, 1951. 
14 refs. 


1742. Horner’s Syndrome, an American Discovery 
B. Kiscu. Bulletin of the History of Medicine {Bull. 
Hist. Med.} 25, 284-288, May-June, 1951. 5 refs. 


1743. Cesare Lombroso and Criminal Man 
E. Popotsky. Medical Annals of the District of 


Columbia [Med. Ann. Distr. Columbia] 20, 323-325 and 
354, June. 1951. 
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